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< 4 0 >^7^/w<:7W-1? I tf^T-Jvf K#Jfc &#8b7&fr£ 
l/t^l"*, MiSE-M^tf K- 1 Ofo.tpM£lJG L P - 1 ) 

25 MtHtftfeffiH; 

<4 l^S^f-VA^^r-Hi vw&MtvyTTJ vmk&tfflftfrk 
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5 #J; 

< 3 7 >~< 4 2 >K1*5^T, ^y^/l^T^-i? I VPl^fllte, lufE 

<5>~<2 5XD^-rtifrx*hz>zti)W£v<, * fr-rj wm< 

10 

25 *RMFK:&rt£ rc 1 _ e 7\MM'£j fctt, ^*^l~6^^IIJK^^7k 
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-^<?vv-2-:/Pfc 0 7V^ l-^fvi^ 2-^/v^ l-^y^-;vm, 2 
-^^Vl^ 3 -^V^/l^ 1 --fffV^ 3 -^/U- 1 - 

5 2-^^/V-2-^/V^ 3-^/V— 2-:/^/!^ 2, 2-i? 

^ ^vw- 1 tr^Sx l -^^f^/H, 2 — 3 -^^^vS, 

2-^^/V—l-^y^/^ 3-^/v- 1 -'O'^vl^ 

^y^/^ 2-^/W- 2 3-^^/V-2-^^>V^ N 4- 

^^vv-2-^y^i^ 2-^^-3-^<^/v^ 3 — t^f-iv— 3 -^y 
10 fvu£ v 2, 3, 3-v^5vv--i-:7^vi^ 

2, 2-^^^V-l-^/^ 2-3^^-1-^7^ 3, S-^^f- 
;V-2-7^?vm, 2, 3-v ? ^^-2-^7V'S#^fe^P 5 ^5o 

^iMl^&tts rc 2 _ 6 T7K>-^7^j ^mm2~6l@©ii:0^*^ 

15 1 -yn-<^H, 2-zfv<^?vm, l-^x-A^ 3- 
^f3/H, ^y7^;H, ^ir-^^sfctf ?>;Jx5o 
^^H»fc*5tt5 rc 2 _ 6 r;^^^j £«u ^^2~6^oii:^^fc 
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ff-wm, i, i, i, s-y 

10 :/u tW^Vg, 2-^f;V-2-^n W^v'S, 1 

2 -^f;vt^^ 1 — •y^^-^*/3£ N 2 -^^^/V^-^^S, 3 
<?/v**iym, 2-* <?-;v- l - ^/vtf-ap- V2k 3 - * f-jp- l - ?*$-;V3r* 
2 - 2 - -?*f-)V-fr*\/^ 3-* <?;V- 2 - -ff-fVUr* 2 , 

2 fvV- 1 -T'o tW^S^ 1 -^^r^/V^-^i/^ 2 -^^rWl't 

15 *->& s 3 -<^*i/A'tti'&s 2-^/V— 3-^ 

>w- 1 -^y^vv*-^ 4 fvi'- 1 -^y^/w^v^ 2 -*1-)\>- 
2-^v^-)Vitr^y^ 3-**$~)\>-'i-'<y*f-jvjtr*V^ 4-*?-*- 2- 
^yW^vS, 2 -t^/v- 3 -^y^vv-^-:^ 3 3 

2, 3-^^-1-^/V^V^ 3, 3-S^^A—l 
20 -^f/Vt^VS, 2, 2-^f/V- 1-^/^^fv-^ 2-^/V—l- 

3, 3-v ? ^^-2-^^^v'S, 2, 3-S^^vV— 
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*mmm\z&ifz> rc a _ 7 r/wa#^/v#=^j t\m^m<D rc x _ a 

& 2 - 7°t2 ;vtf~;ug&tfi h if bti 5 0 

fcVu# zzfrmm & h if ft 5 o 

—ryf-fvmin^^tf hftz> 0 

15 m^i-^o 

20 7i?7/-;vi> a y^yy—zvu, j^yy-^n, hvry-^m, ^yy 
~/m, yy-fyu, ^Tvry-sm, t^rt^7/-/^ vvyvym, 
\?v$i?>m, t°y*yym, hVT^yn, -fy-ov-sm, 
<< is py-sums tv^ym, ^/y^i> <<v*/yvm., -»yv>m. * 
tyyvi^ ^r/^f-yyai. ^y^yt^at 7^9^^ ^y^ ^t- 

25 yi?yf, fx/77^ >f 5W7^;v^ N ^y/^ 
#y^yn, <OX**y-y—A>Wi, ^yXf7/-;HI> ^vxj-TVry- 
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5 T^A-A^ tT9^-/HR % yy-fi^M, f7^7/-;vi, t°y ^v?^ N t° 

15 (D^K-S^Sr i ~ 2 ^A/-ev>r J: < N 

4~8M^foIi:LTM^i:i^Jiit T^^v 5 ^ t°n y *?yjt % t° 

^y^/l^ rif/^st tv#^ 7f7tKP77yi, 7b7tFat° 
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NT 4 '- (5£«K T 4 *tt**Jg ; f'*fcI±C 1 _ 6 TA'^ai**!*-t-5.) 

^toIj te*5vvc#*L<Hu foy^i, tv<!f^vau Tif^gt, * 

10 5o 

y x«mmvtcm%mi&uM:ftmz.\$mz-\'£, 2 - 1° y 

20 6 T/k*^2Ej ^©ttEo^JR^Sr.aWBfeU r 4 ~ 8 £^ n 3*5*;£j "Cfll 
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5 ^M*i»4tt rnjJU£Sr^rLTV^Tt>J:v^ (TIBS&^S 

(1) /M^VfB^ 

15 (2) 

(3) ^/V^^hS, 

(4) =fP|, 

(5) vr;s, 

(6) JM^A^ 
20 (7) 

(8) MJ 

(9) M)7/Vtn^ h^r^ N 
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(10) T$;m 
(i l) Jr*vm 
(l 2) J 

(13) 5£-t 1x -t 2x T lx teW8\ d-.r^v^ ftXIR 

5 ^ ^-s-, 5£-s (o) 5£-S (o) 2 - N ^-o-co 

- N ^-co-o- ^-NR T - ^;-co-nr t - ^-nr t -co-, 

5£-S0 2 -NR T -, ^-NR T -S0 2 - ^-NH-CO-NR T -^fc«^ 
-NH-CS-NR T -T^$tl5^E*-r?) ; 

-10 d7!J — fcf* 4~8 M^x p 3R^3£«r#!*i-5 ; 

fctffU T 2x ^J:^R T ^n^MtebTTIS©mST»^51fmS 1~3 
15 liKa^frLWCk.fc^o) T^SflSSd^ftSlSo 

2-'7-7^;l'S, 5~10lA7D7!l-/H, 4~8M^fol^S> C,. a 
20 7;V3^VI, c,_ 6 7^^ftI*5J:t) 5 C 2 _ 7 7;W3dri/*;^^ST'i 

(1) 

(2) ?xms. 

25 (3) ^77S, 

(4) #/U*>vvl^ 
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(5) MJ !7/l^P 

(6) M)7/Vtn^ h**sm, 

(7) T^yrn 

(8) c^em^s; 

5 (9) C 3 . 8 ^D7/^;H, 
(10) C 2 _ 6 r/V-Jr=/V^s 
(1 1) •C 2 _ 8 T^=/H, 
(1 2) ^-/vg&itf 

(1 3) 'Cx-BT^a^K^feftSft^fcrfSriiSTftS. 

io *K*m»*, ±ia«ft»B#^»t5 r«tt<MrLTv v rt>J:v>c 1 _ e rA' 

TVS, #/l^>vvl^ C 2 _ 7 T/V^iX#/V^/l^ N Si-NR aT COR 4 
15 \ S-CONR 3T R 4T (5fc(K R 3T ^ii;R 4T !t ^tt^^LTTK^ 

20 (:/ioT5-7MIWLT^^j ft, fffflB-jRs* (I) TSSSttS^ 
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ME&s W74—A'&s Wfr-frm, J&A>tf^;V& s gg^fc^LTV^Tk 

*4b (I I I) Sr-S-tfr. (I I I) K:*iV>-C> A T1 te, H 

5 A T2 te, »*L<«C 2 _ 4 T^l>^4r«*-rSo 

/i^&S&u ftfrttfcttfcl*.^ 

- 4 -7;l>#v<yi?;]/m, 2 - f TV - 6 -7 ;V*v^V*??V&%W&lTZ>o 

^^W^fc&tts r^/w^^r/v^^^/v^v'^j £tt s 5S-conh 2 

7 cr. ~;v$-*c *sm, 3-t% As* 3 * 4 )V7*. fc ft 4 - # /W^^f /V 
15 ^^^/V^^i^S^S^-f So 

a^^Rjtt, ^W^*&> iB3?Sfc0U 

25 Mams^o/yF^ v^mt Lx'ttx 09*.ww- b y *-k*£> * y v&mfczor 
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GLP-2£J;5^jlif$!j k\*. ITOIGLP - l|5j:t;/tfc|ti^ 

teMG lp-2 <Dfrmm£*£te^m\mzm^<wk&±mz.£ v , ^^44 

cptSttSG L P - 2 <0^iS5i^^f^S^$lJ^^S^ < MLh#f£ £ V , Jfetp 
?£'|£MG L P - 2 £ 5{^l^tt3&$*T,5 r £ ?ric^-r5o 
15 Jk«p^^GLP-l^J:S^ffl^LT», ^^-^^iftft-f^y ^<£> 
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GLP-2^n#i-5^aj tits pmmmm, mm, mmitm, mlee. m 

10 (S) -1- T^/) Tir^/v- 2 

-^T/t'ay^lt *B#fF^6 1 6 6 0 6 3 #WJW*K:|E«©^ifeT?, 
(S) -1- (2- ((5-V7V t°y ^>--2— <As) T%J) ^/v-TK 
J T^;V) - 2-^77 tfn y S^te, ^S#fF^6 0 1 1 1 5 5 -*§-BJ§3i*^ 

tt, #S4W&6 5 4 8 4 8 1 ^||B#fclB«©^fe|!:!|ltT»3ft1-S r. 

«fe]^iB«©^fe©»*\ *bwfwk^»*2 o 02/0161001 

20 » N ^H#rpttim^|gm2 003/010507 7-9>H*MF& itf^BH^WPtttJK 
^i!2 0 0 2/019820 5 ^«^IB«©^T^-f 5 r. #T?t* 5 G 

*3HWR:36^5ltf|B^ (I) ifcitf (II) V$t£tiZik&®<Oftmmtl:W& 
R 31 ~R 4 \ n, m, R\ R\ X N A\ A\ A 2 , R A *3 itfT ^ BU 
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5 R p \ R p2 &£"U*R p3 te > ^rtt^MteLTtv^y/v^^^^^ h y 
R p 4 t — ^ ^/i^^^ fwv y * - -ff-^y ^ ~;v*y y /v^^tK 
R p5 teN, N-^f/^/vyr^'f/K by^/K^^^/K t-^h^r 

i/^tvyjr-tvjr*;*/^ p- h/^y^y^^/^^>m, (oh) 

2 , 4, 4, 5, 5-fh7^f^-l, 3, 2-v ? ^-^f-^7^- 2--Y/VS. 
S;-Sn (R z ) 3 (^ RMiC^eT/WMf^t^.) T^tbS^fc 

r x2 &, ^:-o-A 2 -e«§tt^^ ^;-s-A 2 -c^$tvsS, 5C-n (r 
%^v^c 6 _ l0 ry-/v^^<o^;-A 0 -A l -A 2 -e^$ti-5S^^1-5o 

A 2COOR }txX7;VS^ff5, C^eT/Vdr/V^ C 3 _ 8 * T^A- 

25 s N c 2 _ 6 r/v^/i^ c 2 _ 6 r/^~;i^ c 6 _ 10 ry-/v^ s 5~10.i. 
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A 2COOH J£#*#>^£"M*-r£K C,_ e 7^i; % Cj_ 8 ^p7W 
g> C 2 _ 6 T/M^/l^ C 2 _ 6 T/V*~A*, C 6 . 10 7!/-/Hs 5~10M 
^fo7D-/Hs 4~8l^TPf^ 5-10M^fo7!J-^C 1 _ 6 7 
5 ** feliC 6 _ 10 7y-;vc 1 _ 6 T>v*;vm £ M fltf- 3 o 

A 2N02 te~hog<lr^rf 5, C 1 . 6 7;^;H, C 3 _ 8 *7/v3rA* % 
C 2 _ 6 T7K5r^/^ C 2 _ 6 7**~**, C 6 _ 10 7y-**, 5-101^7 
d7U-;^ 4^8^^^^^ 5~l0l^fo7!J-;vc 1 _ 6 7;^ 

10 A 2NH2 teT^7^3r^rf 5, C 1 _ 6 7WI, C 3 _ 8 ^P7/V«, 
C 2 _ 6 T;V^=/^ C 2 _ 6 T/^^/^ C 6 _ 10 Ty-/VS N 5-101^7 

nry-/vs> 4-8i^7Pi^:is 5~ioi^7P7y-^c 1 . 6 7^ 

15 C 2 _ 6 T*<7-~*^ C 2 _ 6 T*3Wl^ C 6 _ 10 T!J— /^ 5-101^7 
P7!l-/H, 4~8M^xn^S, 5~10l^7P7!J-;l'C 1 _ 6 7;^ 
/I*£fcteC 6 _ 10 T y — *C 1 _ 6 7*3vi*&;t5H-5o 

A CONH2 }^;^>§7^ Kg£r^H-5> C 1 _ 6 7;^;H, C 3 _ 8 v-*p 
T^/^s C 2 _ 6 7VHr^/l^ N C 2 _ 6 7**~/l<*, C 6 _ 10 7y-;H, 5 
20 ~10M^7O7y-;H, 4~8l^70l^ 5~10l^7O7U-/V 
C 1 _ 6 7/l^*S;i;7iteC 6 _ 10 T y ^eT^^^^r^l-So 
Mte, -MgCl, -MgBr, -Sn (R z ) 3 R z teffrSB/ltli £ lU 

mm tit, 2 o ~ 3 o tit^tis^t^tSo 

25 T^T^^^S^IrIIc^ £fcf*:£ 



WO 2004/028524 



PCT/JP2003/012075 



-28- 

R35 




(^R 8l -R 44 ttWIB)tlli:RI*ilSr*!*r5^ R 3 ^R 44 (D 9 tbWfft 
5 ^lo«^;-NH-R p3 ^S^1-So) T&t£tl&&'&1ttt&. 



31 D 32 




(^R 31 ~R 40 ttB&IB^i5tlRlicj|^5lci-5^ R 31 ~R 40 69?^T;ft 
10 R 51 ~R 54 & N -enma^LTTKm^ C 1 _ 6 T/V^7V^fcttC 6 _ 10 

«£#<£&js* (us*, ssit) fcjfcxn&.q>(D3=fc&mfcM-??> 
15 *©£##*&wi-*fc^-e*>a. 
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[iiA i ] 
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3H*KJ4:$^ (2 a) Sr#SX3g*cfc5o KJfc&frWu JSv^-NH- 
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5 ay 1, 4-i?3r*-fry s 7F7tKo77^ ^ 

mtvxiz, imttf}^ %mv?-vj» s mwtfhvv^ fcmxvv^ * 
io mfci-hv <?^*m^z>z.k&x%, 0£l<&. fcrniki-hv vj**m^z 

[X@A 2 ] 

15 fc&fa (2a) bfc&Vo(2 a - 2) ffr£f& (3a) Sr#5IS"e 

M(2a - 2) i LTIt 7A"¥/V/n^ F^<^«^f*mT*fc;ftJ;£^l£ 

20 - Z-*<f-)V- 2 - -f*r yf©T^7--/WN 7 ^ F N *fc(i7°n/^^7*n ^ 
Fs 1-^M- 2-^^©T/^^/WN7^ F-frb^&tfZZb&XZZo 

25 fcff5rH^5 0 

mmft&Tx%Mm0ft&rFxbft?z.thx%z>i)h mmiffeTx 
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Bu&&n$m&. mmtvxtt* AMbv*-*** jmmw-mj*.*, #mz* 
Bmvrv*. i%mi-\>»<?^ im*tvv&. mwt**sv*, **as 
v^-v^ hv*j»s xmikxyv*. •frwrv^ tr^vw 

[X^A 3 ] 

(3 a) <D7fc<D^i?A>&&®M\,Xtt&m (4 a) £#5X@l?fc 

10 So 

^m^Ts ^mmm^tETs mmm^R^x, o&m (3 a) d»e>ft£* (4 
a) %nz>^k&x%z 0 

BU&ffltbVXtts MttttofcltmtLfts zfn/<;- 

r.fc#-e#So ^JRjttHElio. 5~5 oM^ffiv^r t«$#*bv^ 
1 ~ 5 M,mxh 5 n t < \ 0 °ca> k 1 5 0 'cx-fcfo&ft 

20 5-t^T*tSo 
[X@A4] 

{t&Qo (4a) i^(4a-2) (5a) 
M(4a-2) tim MtfcttKM*.**, 3-K**>\ g-K^*>\ 
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#5o r<££9&/^^wb%te, i~2^J^;5r i:^»*LV\ 

5 srimso 

£0&&fir5#l3\ itS^LTte, 7»fby^A N 7KSfe^>y^A % *Sfcfb;fr 

y*A x »m;<>^ £»&y*A. 

y^£A N TKH^hP^A, *^b;&y?A x zf^vy^t?^ 

4S£&l~4i!§;i^5££jW3;Ll\, raia^O^^l 5 O^figt 
»jlttfcfeJ:tJ^£#*ET* (4 a) i:^(4a-2) 

15 <b^ (5 a) »rHt«i5 0 n©#&\ mmm&o. i~2^», ^ 

&1~1 O0iffiV^:i:«U\ 
lb^ (4a-2) iLTij:, X#1Kfe£&^LTVvCt> J^C e _ 10 Ty - 

^ N -B (OH) afc^fcS, 7!l-;^nyitfcit ^nTII-^py 
20 mi k*m^Tfcfo&ft y^b 5 0 fb^ (4a-2) 1 ~3 

£<0;»£\ ^nn^y, ^nn#M, 1, 4— SWMf^ 

n. N-^^/vr^y try *;yftiv>«:im8< mmmtvxn, m 
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mm (i i), hV7^nmm a d> mm an, as km (id 

[ISA 5 ] 

5 fc^to (5 a) \Z^U?lsttM*BLl&Z J £s 4k&m (6 a) *#5lStfc5. 

Mli:UH:, T-feh^by^K N, N-^WM7U\ N-* 
10 WoyKy, 1, 4-^t % A 7b7tFo77^ ^b^x^y 

[ItA 6 ] 

ffrS'to (6 a) Wk&m (7 a) &£jfci**T, (8 a) £#5XS^ 

15 $>5 0 :©i^ fc&m (7 a) »l~4^4ffiV>5ri:#»*LV\ 

^Tfesv^^^T, frmumito o cfrb 2 o o'c^aft-csj^^ff 5 r. t 

20 Jtttt* MJa^vV-TS^ ^TJy 1, 8-i?Tiftf^n 

[5, 4, 0] ^^xir^^^SrffiVN^r i^T^So J&Kftl~4 

[IgA 7 ] 

fc-fr* (8 a) ©3fifcO-NH-©fiMia6Srtt«fllfcJ:l) % fc&m (9 a) * 
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-/^7h7tKP77y^^^ 7"hy **flS*7"hy 
!7A> 1, 8-^7fmn[5, 4, 

N, N-^WM7U\ N-^W 0 o!)K^ 1, 4-S?***f->\ 
f b7t KP7 7 ^ ^ b^rV^i^^©^^ 7b7/Wy^7^ 
Ks ti/^A7;vt!) Kf07;vtU KWKSrO^fe 1 5 ot^iM 

[ISA 8 ] 

fls^ (9a) Sr^n/WfcLT, fc-£4fe> (10a) ^#5Igtfc5 0 
fiSJt-Cl 0-2 0 0f&©*&JBV»5££##*Ll\, 

y K>\ 1, 4-v ? ^f-y, 7h7tKo77^ v^^h^^^y^O^ 

*k 7KM{by^!7A N Tkm^fy^A, *MMb*y^A, ^myf-?^ mt 
-r y y !7 a v y jswHrf* a n ^m^m^ y ? a, j^zknt-7- h y 
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[IgA9] 

tt&m (10 a) \Z.ft&m (lla-2) ££0£;£i^ fc&®> (Ha) 

{b£^ (lla-2) tVX\t s A 2 -OHX»m£tl?>T/l'*~Mk&m'£tc 
5 \*7x-;~Mk-&m, A 2 (R A ) NH#-e*§tt5T5 A 2 -SH*? 

asfts^-Mt-a^&fctf sr tmso rwt^ ib-a^ (i i a- 
2) fsi~i o^^*^fc«Mit-e5~i o oigm^z>zki)m$.L\,\ 

m^ft*>w&, mmt^xtt^ &nitv?-vj», zKstib^y?^ ^mit* 
y<7A % mmv?-?^ tm-rvw^ $m*vv^ mm^y^^, 
y^*A N imfc-rvyy^ imit-^v^^ t^v^-v 

^-e#5 0 -<p#-8\ US}* i~i o^*ffiv>?,r w^uv\ ^j&mst* 
o^ca>k i 5 0 o c<2^^&jS£e5-£#^So 

[IgAlO] 

20 fb-a-to (1 0 a) fcfl^fc (13 a) * s &JIftfe»£Ta££ii\ 4b£^ 
(12 a) ^4fc (13 a) 1 ~ 5 0 iSA^ 

25 * 7 — A\ -/l^SrfflV^ £ b t So 
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burnt. LV\ 

10 £J&£*t5#3\ M&kLX}*. ^WtitV^^, Tmik+hV?^ *BMfcfr 

y?^ N mkv^yj*. mt*rhvv^ mmuvv^ rnktw*. *mit 
y^!7A N frmb'thvv&s 7kmfc%vv&, v>m#vvj*s vf-v&vx 

15 £teOt^£> 1 5 0°CT\ KJ&&fT5£fc#-e#5 0 
[X^A 11] 

ft;^* (10 a) Sr^r/-fk^i:SJ5S^ (14 a) Sr#6X@T? 

20 !7^SrffiV>5r k&XZZo */? J W&Mfc&bXt 1 ~ 2 0 ^*ffiV>^ £ 36$ 

25 1 5 0 °C<£>MT«£&?T 5 r. So 
MAI 2] 
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tt&m d4a) ©?<r;iirai*»*ut, ft&m (15 a) ^#§iat« 

5 RrtSSiSEiLTtts N, N — f-/V^/VA T $ K % N-^f /H;°a y 

mix M&imT'Vi>m&#mn : '?bft o^t m#4tt- 
£j£«t?t5*§£\ istLTtt, TKH^y^A, Tk^^hy^A, Tfcu^y 

[IDgA 13] 

flfrfr* (16 a) ©R' 3 WltT, (17a) ^#5Igl?fc5 6 

15 fc£4ft (1 6 a) (1 1 a), (1 2 a), (1 4 a), (15 a) fc 

fta* doa) m&tommtkZo 



WO 2004/028524 



PCT/JP2003/012075 



- 3 8 " 

H 18a «a 

— :Mo- 

21a 

20a 22" 

[ISA14] 

fc<8>$> (18 a) *^B/HULt % (19 a) ^#5Ht'$)5 0 
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ITMB B 9 ] 

M(10bb) <£>R p3 &j^MU fc£4fe (1 1 b b) &#5I©T*fc 
5 R p3 <D^m^(D^W\^^X}i, Wkl£jjmA<D [IgAl 3] <D0kWb 
[ItBBlO] 

'tt&m (10bb) kfc&m (10bb-2) ^rgm^^^Sr 

fc&m ciobb) <d 3 mzm^mzmAvtc^ r p3 &$m&«u it&m 

10 (12bb) l:#5Ittfc5o 

R p3 <£j^m^©^#^OV^te, ^^r&A© [IgA13] 

wmxfec c 




15 3cc 4cc 

[itcci] 
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m (i c c ) <D3mzw&&%mAu 4t&m (2 c c > znziMxhz, 

[X@CC2] [ISCC3] 

it&m (lcc), (2 c c) ©R ?3 «|l, ft&m (3 c c), (4 c 
5 c) ^#5IiTfc2,o 

R 9S <D&L®:&Rj&<D0kW\Z'O^X\*, 1»A© MA13] <D0kWk 

^^^Efca^ste-a-to (1) (11) ©»3£^©ft&fcl-e*>a 

10 ®%m%a*Mj$,vx^xh£<. ^-ftii>m%mn, fem-Tzmmmzzymft 
« en *5«tt? (id &7v-frk\,xm>inzm&s im<ott&m a) & 

15 (II) ^^LTV^^«tV^fc(«n^(D7j<fn^^B^S^^o 

2^»WR:«Sfl2'&* (1) te&Tfi (11) dMb-a^ (1) fcitf (11) ©I 

*fe»flS-a^ (I) fcitJt (II) 0>*fa*&fcLT#e>*l5*§£\ ituf3tfHfc£^ 

(i) &£Tfi (11) (^7 y ^cffei^ot»5 r t s 0 
20 4&§Hti:ffiSfc£4b (D (n) fcov^T#fett*a*©«tt 

25 U ¥lli-5^^dS-e#5o 

#^<^3i{^ swefesDPP 1 vumMk, \??Ti-4 m*fc\t 
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jwettfflG l p - 2 \z x &ftmmk*imb'i'& be** fc****?** ^t\z 
a^u-o^ ^p^j^lt, «ittfmii, wu> mi, wmmu * 

5 ^ir/i^k i'nj/TWf, ^P^Jttt v W^ttfaatjW &r 

«wftn:tt % a»^v>e,tt5i«^w, ifc&m. amr* mm. ««s, *** 
warn, vsmn, tmitn^if^m-r^^t^x^, -mzmm&wmwmw 

-r>\ ^^77^ @^97^y^o^>fb7K^ ; (3)S y xf-yBt**?*}* • 
x^/K 5: y ^^^^r yzfv t°^f©x^f/^ ; (4)1? f^77D/v7/V3 

~/K ^^=/VT/V3— /i4p©RjRr^3— A' ; (5) vy aVffiflg ; (6)vy 

^y ^jiij^^^x/k ^y^^^i^vy/nf^yiii^m^^^K 

ajKy ^-^©#®^WJ ; (8) t *°y U/Hfe, 

©(g0r;v3-/w ; (io)^yi?y 7°ptvy^!J=>-/K ^uifv^p 

gg; (12)&zk*vfifc, ^mT;V^ = !7A-e^^!7A, <5m^TA-5 ~? Aft 

(i3)»jwc4ifasjbrfe)tt5i 
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* N T7\?T^U*. h^tf^K i?7^>\ ^7^, tKBWBtfAdr 

^ntvy^p j^y^e/^w^ • :/p $^#y-r— N *?A'$:s s 
5 ^^m^w^A, y y y % ^?^>m ; Bmmtvx^ wz.ftmto. 

ftp*!**, tmft&Kffl&m. £t>\z&&\z.j&zxi&&M. mmk mm. 
15 mxmjmtzzttiiit.'Mks nmz&vmk mmi. mmi. mm. • 

tyi/P-^, T7tT^, b7^h*. ^;^>v'^^t/H3^tb!j 
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£W$wt^ s ?-A'< y/i'VyWts 7s;-/k pv-s*-^ ^n^/-/v^ 
yvtx&s w»t^3-a« n jbimr, -vya^ JiwsttaK y>-itst 

2©**W«*rf&*iN pHPS^J, Mfcfcffi* *v-H*lU g^TO 

■if ^ KM* fc tejfc^MG LP-2ia§ f£JB*g&&*§p«c -f 5 EH * 
m^:b£;h/Ci\ft,tf«J;i\> £©£5##-£?B1*i:L*aJ\ iiil D dp 

®mtirzmmkzmmmmkhxmhfrzmM<D$i^ 2) dppivpi* 
mmkmi*KmMk^xmbn5 2m<Dmm<Dmm&-¥, 3) dp pi via* 
20 m&k&m*\z.wmfcvxftt>p,z 2m<omM<omm^^x(D^ 

DPP I ViaWH, tf^T^ K3W*fcttJit»t»SHtllGLP-2K:J;5f^fl|iiai 
ZZ.k&X%5 0 DPPIVMaT (S) -1- ((3-tFn^>-l 
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-r^-ryf-M r$y) r^^-2—>r/tfny i?yf-it}t (s) - 1- 

(2- ((5^V7V ¥V i?>-2-' <;v) T%S) if/v-7^rtf;v) 
y>0. l-250mg,»*KSl-l OOmg©©ffiTi^#S„ DPP 

y^trc«y^K*ftp*fci4*»pS#i-5»^ x Mri Bfcfc*) o. 01-2. 

Omg/kg,^L<|j:0. 01-1. Omg/k g©®|tl^tf 5 e D 
PP I va^iLT-jKS: (I) asitf (II) T^£;ft5>fb^£fc{«<D 

10 3-1 0 00mg,^l<ttO. 1-5 0 Omg, $^,(cl0*L< &0. 1- 
10 0mg N ^jgPS#©»^tt, iIS$Jl-3 0 0 0/* g/kg N ftiZL<\Z. 

^3-i oooa g/kg©ii«t*t5 0 dpp ivmmmtm^^ 

fcfc 9 ©&4-4tt, 10-2500mg, L< ftlOO-lOOOmgT'fe 
15 5 0 

#»Bfc:*5lvt\ DPP I VB««itr^r^ KSfltt, ^m±lB^#* 
<S\ l 0 i@HRiafc#frTft#1-5£ b&x%z 0 

20 mx.it, dp p i vw&akwr-r'f \*M<o&J**}tm*. mmitxmni 

1~1 : 2500, £F£L<tel : 10-1 : 2 5 0 <D%mftXhtl1f &\,\ 

*VMmfc&^xm£tlZ> (S) -1- ((3-tKP^-l-7^vyf 
/V) T^/) 7tf/V-3 - 1 0 0 0 jtt g/k g©»l^T't5, DPP I 

25 ^ N aflr^fcA©i nhtcV)(D^mt, 1 0-2 5 0 om gN mt.L<\ti 0 

0- 1 0 0 0mg-e&<5 0 
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5 W&ffl 1 . 4- [1- -6-^^-7-^-^y-6, 7- 

^tKP-lH-^-;^/ [4, 5-d] b°y ^v?^-2-^^] fcV<7v^- 
1 -fl ^7$ yWt x - -f^tv^-Tsj-jv 

a) 5-^^/V-4-^y-4. KP^>y/ [4, 5-d] t?y^ 

.10 5-^^-3, 5-^tKo^>;^/ [4, 5-d] t°yy^^-4-^-^ 

i. og, 4 - v?^ f /U7 f y i 6 m g , r^iv?- 1 1 , 6 

- t 3 0 Omg©7 h7t 5m lM^Bx.SST'3l$ 

15 &5ffiU £fBfc£4b 1 • 6 3 g &#fc 0 



^-NMR (CDCL) 



l 3' 

6 1.72 (s, 9H) 3.93 (s, 3H) 8.38 (s, 1H) 8.54 (s, 1H) 

b) 2-^pp-5-^/V-1, S-^bKP^^y [4, 5-d]fc°U 

[4, 5-d] XV?i?y-t-jJA'tfVWt t-^fyl^fvw. 6 8g*5 
it/^^f-^ PP^^y4. 1 5 g©rf7t Ko^7>-3 0 OmlW^^Vf- 
?A^1M^;1^S/7^K8. 4ml (l. 0 W h7t KD77V^i) 

25 Lfc#, &J&$& 5 0ml *T«I8U t -ZfJ-JV* ^/Vcn~xA-2 0 m 1 Ti5fc 
i*U Wffll-eWttfcLfc. ZtJMfefcMiU tKi Oml it-^W^i 
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- 1 f)V 10ml -eMM&gfc^U WMit&m 1 . 0 3 g &#fc e 
1 H-NMR(DMS0-d6) 

8 1.45 (s, 9H) 3.72 (s, 3H) 8.33 (s, 1H) 
c) 3- -2-^PP-5-^f;V-3, 
5 [4, 5-d] t°])tn?y-4-*^ 

mm^mnr, 2-^00-5-^^-1, 5-^fcKD^>^/ [4, 

5-d] t°y^> ? V-4-^-^7. 7 2gl:7h7tFP77^4 0 0ml|:i 
b!)7i^*^7^yi4. 2 2 g*5«tD?2-^^- 1 ;V3. 
8 5g^Bt 0°C*^*PLfc o T^^TJ^^m^- t-^/H 2. 5 5 
10 g ©7f7tKo77^100ml^ITU 3^^#Lfc e S^^ 
J±3t$iU iSt n n ^ ^ y 5 0 m 115 it; f 7/l/toffi 5 Oml^n 
x., l 5R$^9i#Lfc 0 ^^^ff^ltb, mm%BWk^^4 0 Oml Kl* 
$ U !7 A 5 NtK^SK 2 0 0ml Lfc 0 tKS iS^Sfe^^ 1 

(4:1) mttfrliU;^ mSfc&bS. 7 8 g «r#fc 0 
^-NMRCCDClg) 

8 1.82 (t, J= 2. 3Hz, 3H) 3.87 (s, 3H) 5.32 (q, J=2. 3Hz, 2H) 8.19 (s, 1 
H) 

20 d) 4- [1- -6-*<?A'-7-tty-6, 

p-iH-^f-;^/ [4, 5-d] b°y tf*?v-2.-4}V\ v^yVy-i-j} 

£*©£BI*nN 3- (2-^^/V) -2-^100-5-^^-3', 5- 
^tKn-f^y [4, 5-d] tf!l^y-4-tyi. 183g,^y 
25 7A0. 8 29 gfctX7^-l-*/^y| t -^Ao^^vW . 3 9 
5 g[a-^f/V-2-t°a!J Fy5ml^t 1 3 0 TH? 6 BSfTOfR* Ufc 0 



WO 2004/028524 



PCT/JP2003/012075 



- 106- 

Rjtm^nu tk 5 om i *Mx., mm^^i oomi TftttjLfco %mm 

&zk,5 0 m 1 -C 2 H s WfcT V V * A©fcft3M§Jfc 5 0ml "e)IBHfei£U WLWk 

5 9 1 6 g %mtc 0 

1 H-NMR(CDC1 3 ) 

8 1.52 (s, 9H) 1.83 (t, J=2,3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4 
H) 3.85 (s, 3H) 5.09 (q, J=2. 3Hz, 2H) 8.13 (s, 1H) 

St%gi]2. 4- [7- -2, 6-^PP-7H-7!)y~ 

10 8 -4 fr] t:V7-7y-l-^;^Vt x-^tv^^jv 

a) 7- -3-^^-3, 7-^bKP7l)y-2, 6-3? 

3-^Wfyfy[CAS No. 1 0 7 6-2 2-8] 1 0 0 N, N 
-£?p* f;i/*;VA7 5 K 1000ml ^ 1 -T'n^- 2 -?^V 5 5 . 

15 3 ml, V V A 8 4 . 9 g ^r^XL, ^itfcT 1 8 B^»#Lfc 0 

iiaooomi ©tK^px., ^ire 1 f$f^##, &£ftJ»£5BiJ, #t>*i 
t-:/^/i^^/i^~x/W£T^U ^fB^^^rll2g 

'H-NMR (DMS0-d6) 

20 8 1.82 (t, J=2.2Hz,3H) 3.34 (s, 3H) 5.06 (q, J=2. 2Hz, 2H) 8.12 (s, 1H) 
11.16 (br.s, 1H) 

b) 7- (2-7^~/V) -8-^pp-3-^ J~;V- 3 , 7 - v^fc Ka ^ 
-2, 6-i?*> 

7- {2 -3-^^/V-3, 7-v ? tFa7!)y-2, 6-i?# 
25 yil2g&N, N-^fWA7^ K2 2 0 Om 1 fc$gfl?U N-^nn 
a^Bfe-Y 5 K 7 5 . 3 g fcta*., MfcT 5 ^WLfCo 2 2 0 0 
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t-^/u^^^-^lZLT^U *IBfls^**l 1 7g#fc D 
'H-NMRCDMSO-dB) 

8 1.78 (t, J=2.0Hz,3H) 3.30 (s, 3H) 5.06 (q, J=2. 0Hz, 2H) 11.34 (br. s, 
5 1H) 

c) 7- (2-y^~M -2, 6, 8-M)^PP-7H-^!)y 

7- (2-^=7V) -8-^nn-3-><^/V-3, 7 -^fc Ka^.JJ ls- 
2, S-^^2. 5 2g, t^v'lfbyyiOOml©I^?:l 20 < CI^T 

10 2 0°C^T 2 4^^»#bfc 0 R&««rM**C}&33JUfc«, «ffiT^SrS* 

m\z.m*&^ mwt^Mzxm^ mhntc^mm&Tk, mmk&*\z.xm& 

-f- (^^/V: ^f*^=l : 3) Ctim ^IE<b^^2. 4 Og # 
15 tco 

1 H-NMR(CDC1 3 ) 

6 1.82 (t, J=2.4Hz,3H) 5.21 (q, J=2.4Hz, 2H) 

d) 4- [7- -2, 6-^PP-7H-/!ly-8->f 

20 7- (2-^^;V) -2, 6, 8 - h V ? a * - 7 H-^y ^ 2 . 4g, ^ 
i&kfjr^M; <7i» 1. 4 6g, tVy^-l-^VI t -T^/V^X 
/V2. 4 3g, T-fef^hy/P4 5ml^I ! ^^ma-e2^2 0^-WL7to 
§f?^^7X^by <7A0. 7 3 g, t°^7^>--i-^;^>^ t-^f- 

25 Tittiu mji £iN:)£giTifei\ m^mm^^^^xnmmmmmmv 
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1 H-NMR(DMS0-d6) 

8 1.42 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.48-3.55 (m, 4H) 3.57-3.63 On, 4H) 
4.89 (q, J=2Hz, 2H) 

5 mmm 

liiL [7- (2-:>pp7x^) - i 

(\f^<y^y-l-^ ;v) -6, KP-lH-y!)y-2-^W 

a) 2, 2-i^^/K7°Pfc°;f>^ [7-^v7V-2. 6-i>^y-l, 
1( > 2, 6, 7-7f7bFP^!Jy-3-^;Vl ^f;Vx^f/l/ 

7-^y^fyf N /8. 6 6g£N, N-^WM7^ K3 0 0m 
lic^U Tkmit-fh)) 7^1. 5 7g, ^nn^f;H:V^-b7. 7ml 

15 &v-j;#y/V#7A^P^ h^77^-^T*tML, ^^y-l^m^/H : 

i mmftm x <9 , m^t^ 2 . 6 6 g &#fc 0 

^-NMRCCDClg) 

6 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 
8.18 (s, 1H). 

20 b) 2, 2-^^WPb°tyi [7-^^vvV- 1 -^/V-2, 6- 
v^y-l, 2, 6, 7-Th7bFpy!)y-3--^;V] ^f;Vx^f/V 

2, 2-v^^/K/T3fc°;t^ [7-^^v ? /^-2, 6-^=^-1, 2, 
6, 7-fh7tFo7°!Jy-3--f;V] ^f;Wx^f^2. 66g^N, N- 
^f;^M7^K3 0mlMU 6g, 37^^ 

25 imiat ^uxm^.mwv± 0 BLmmzBWt^^xftnu ?k in- 
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hfr^s-V hV^* V-i/m >U ^IB^^2 . 1 6 g &#fc e 
^-NMRCCDClj) 

6 1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 
7.57 (s, 1H). 

5 c) 2, 2-*J>*J-;V7*\?*ym. [l-^/V-2, 6-i?**y-l, 
2, 6, 7— t YyM KP^y v-3-^/Kl *J-;v^**r;i> 
2, 2-^^^/W7 p n l7-<Oi?A'- 1-^^-2, 

2, 6, 7-T h7t K^yy ^- 3— f/V] ^^V^^-r/V'2. 3 
4 9 g&l^l OOmlMU 1 0 %/-<7^!7 A^ff 1 g^P^ls 7k*#ffl 

8 7 1 g znfco 

^-NMRCCDCls) 

6 1.19 (s, 9H) 3.48. (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H). 

d) 2, 2-v ? ^;K7 P P [7- (2-^PP7i^V) -1-^ 
15 fvV-2, 2, 6, 7-7h7bKP/^-3-^/V] ^ 

2, 2-^y^7 B ot°^->'m [1-^^-2, 6-i^^y-l, 2, 
6, 7—7- b7t Ko7°!) *<f-;V^X7";Vl. 60g, 2-^n 

n^rc^/^n^l. 83g, ^ (I I) 1. 5g^N, N-v^^Aofc 
20 ;WU'3 0mlMU t°y^3mieBx., ^T3 0r«Lfe» 

25 (3 : 2) mmt^ 7 2 4 m g 

e) 4- [7- (2-^PP7x^V) -3- (2, 
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;V3r**s^*?-;V) -l-^/V-2, 6-^^y-2 t 3, 6, 7-ff7b 

2, [7- (2-^nP7i^) -l-^5vV 

5 -2, 6-v^y-l, 2, 6, 7-ff7tKnyiJi/-3-^;H 

W^7 2 4mg^N, N-^WM7^ Fl 5ml(CliU N-^ 

Zm&mmU 2, 2-^^^7 p nt 0 ^-^ [8-^nn-7- (2 
10 -^aa7i^) -l-^5VV—2, 2, 6, 7-rf7 

t FnT'y ^-3^/1/] ^f;^7^7 6 4mg^#fc„ r fc 0 ^ 7 i> 

V- 1 -#/l^>^ t -^/^^x^4 g kW&Vs 15 0° C(^PSUfc 0 

(3 : 2) mtt£ilU9, ^fB{l^7 2 4mg£#fc: 0 

f) 4- [7- (2-^PP7x^/V) - 1 2, 6--^^y-2. 

3, 6, 7-fh7tKP-lH-7!)y-8-^;v] i?^- 1 

20 4- [7- (2-^n7i=;v) -3- (2, 2 ^;vfn yf-fr^M 
^yt^tV) -l-^fvV-2, 6-^3^-2, 3, 6, 7-xhyfcFP 
- lH-yy l-^7;^yl t-^/V^^x/V 

0m L 7b7tKD77y20ml h V V 

HL7£ 0 iHlrx^T/VWU, 5i®U ^IB<blH&4 5 0mg&#fc o 
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'H-NMRCDMSO-d 6 ) 

8 1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (d 
t, J=1.6, 7.6Hz, 1H) 7.53 (dt, J=2. 0, 7.6Hz, 1H) 7.63 (dd, J=2. 0, 8.0Hz, 
1H) 7.65 (dd, J=1.6, 8.0Hz, 1H). 
5 g) 4- [2-^pp-7- (2-^nn7x^;V) - 1 - *=?->\>- 6 -Jr* 
y-6, Ko-lH-^y ^-8-^7V] t^yi?^- l-%sU7$^m. 

t--f^;v^^;v (g-l) s 
4- [2, 6-^pp-7- (2-^PP7i=;V) ,-7H-y!Jy-8-^ 
*2>ZL 1 -#^>^ t -^vI^cjXtvv ( g - 2 ) 
10 4- [7- (2-^PP7i^) - 1 6-i?**y-2, 3, 

6, l-=r hyfc Ka-lH-7°!Jy-8-^] fcV*?^- 1 -#/l^>^ 
t -7*f^x7 t;W 7 8 m g ^ v'Sft y 3 m 1 tig 12 0° C\Z. 
T^WbfCo Bifcm&mmv, »7f7tKP77yimlMLfe 0 
^©&©£-^>>- Om g> fb7t KP77yiml N 

15 m-thV !7A1 0 Omg, *0. 5 m 1 ^m^T 3 B£P^# 

yj~\zxm^u ^y-is'-mfc^fr (3 : 2) ^m#nu^ 4- [2, 

6-^pp-7- (2-^pp7i^V) -7H-7°!)y-8-^f;l/] fcX7 
20 i^y- 1 t -:^Vl^*7VH 6mg^ ^f-^-ffl&^^vv. 
(1 : 9) ^m#iiJ:^ 4- [2-^pp-7- (2-^PP^a.^V) -1 
-* t ?A'-6-%-*y-6, 7-i?t KP-lH-yyy-S-^f/W] t^7i? 
y - 1 - % frtf >m t - -f^-;V^^ Tfr 1 0 m g #fc 0 

h) [7- (2-^PP7i^) - 1 -^^/U-6-^y-8- (^7 
25 -^y-l-^/V) -6, 7-i?b KP-lH-^!)y-2-W^>] ^ 
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4- [2 H P- 7- (2-^PP7x^) - 1 -^^vV- 6 -t^y- 
6, Ko-lH-^yy-8--f/V] \?<<9i?*-l-jJflstfl/9t t 

- ;7*^vW:c;* tvV' lOmg, ^'Ja — /l^g|:r ^/Pcx* tvV- 10mg£rN-p< ^/l^ 
fc'nJJ K^O. 2ml|:^iU 7Kifttby!)A10mg^P^ ifiCT2 

(2-^op7x^/1/) -2-^Y*ci/%JVifs~;V* l-^^vl—6 - 

t --f^7V^^y-/V2 4mg&#fc 0 r <£> 8 m g & h V 

io ^-fcwmm (o. i%MJ7/wtPi^t) fcjiv^j ih-ohmku ^ 

Bit^-m 2 . llmg £#fc e 
MS/o/e (ESI) 447(MH + -CF 3 C00H) 

mmm4. 2-17- (2-^^w -i-^^-6-^-^y-s- (tr 

^yity-l-JM -6, KP-iH-7°!Jy-2-^W^] 7 

a) 2, 2-^WPfc°tyl [7- (2-^^/V) -1-^^-2, 
6-v ? ^y-l > 2, 6, 7-7h7bKP7°!Jy-3-^^] ^f;^Xf 

it 

2, 2-^f;V7'nt 0 t^ [l-^/V-2, 6-^^y-l, 2, 
20 6, 7-fh7fcKP7 P JJy-3-^^] ^f;^f/H. 871g&N, N 
-^WM7^K30mli^im »!1^1. 5 g, 2-?^~ 

25 ^^^-^^^ (3:2) mtl#K £ 9 , mmit^2. 1 2 g&#fc 0 

b) 7- (2-y^/V) -1-^^-3, 7-^Kpyi)y-2, 6 
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2, 2-^^}Vfn\firV^L [7- (2--?^~M -l-^/v-2, 
2, 6, 7-7f7tKo7'!Jy-3-{;V] ^f/Vx^T 

/^awr, mrnmi f) ^imi, msfc£tt*#fc. 

5 'H-NMR(CDCls) 

5 1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10.62 (s, 
1H). 

c) 4- [7- 6-v^3ry-2, 3, 
6, 7-7h7t FP-lH-^yy-8-^f;w] ^r^y-l-iiMVI 

10 t — :/7vwn,x7vk 

7- (2-^^/1^) -l-^^/V-3, 7-^tKo7yy-2, 6—5?*- 

y&jivvc, e ) tmm\mmu wm\k&m*m^ 

1 H-NMR(CDC1 3 ) 

8 1.48 (s, 9H) 1.83 (t, J=2. 4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.5 
15 8-3.60 (m, 4H) 4.87 (s, 2H) 9.68 (s, 1H). 

d) 2- [7- {2-7<?~M -1 -y^/V-6-^y-8- {&<2J? 

y-i-j;v) -6, 7-*?m kp-ih-^i; y- 2-4/^^-^1 y^—zv 

4- [7- -l-tf-fr-2, 6-i?jr*y-2, 3, 6, 

20 7-fh7t KtJ-lH-^y tr^y^-l-jfr/Wjtf^lfe t 

-^f;V^f^8mg v 2-7*0^7x^111^^3:^7^1 Omg&N, 
N-^f^ATU*0. 2ml|cfiU ^U^lOmg^Pt 
5 0° CfcTJ|SHfc»#Lfco SJES^fci^Sft^^Srin^, 7^ 1 N-&l&fcTi5fc 

25 iiMill^n-7h^7^- <r*b~b!J^-**MMi (o. i%h 
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MS m/e (ESI) 451 (MIF-CF3COOH) 

8- (K^yity- l-J/U) -1, 7-^fcKP^!)y-6-ty hV 7;v 
5 ^W!|4d)^*5V^T, 2-^P^-^o:^;^^ ^;^^7 i /K^ftfc>9 {cl^n 
. MS (ESI) 371 (MH + -CF 3 C00H) 

^jfe^!]9. 2- [7- (2-^^/1^) - 1 ^Vlx- 6 - (t? 

^7^^-1-^/1^) -6, 7 - Kp - 1 H-^!J y- 2 7° 
10 g 

4 d) Kite WT, 2--fn^y cn^/vg^y ^/i^;*x/W)ft:b9 M2 - 

H^i££#fc 0 -©^©^rNH-v-y ^y/v (T^ 7 S^®»I£r ^tbfci' y 
^^>:m±^y^T^M NH-DM2 0 3 5) Srffl^T^ P ^ h t?y 7 -f 
15 HfMU mWl^tv-*? s-,v (2 0:1) ^W^-Mi^^lB'fb^^fCo 
MS m/e (ESI) 404 (MH+) 

IHSflilll. 7- (2-7°^~/l>) -2-^ 1-^^-8- (b°^ 



7^^-i-^/v-) -l, 7-^t Koyy ^-6-^-^ hy^/^p^i 


m 


a) 4- [7- (2-7^~/V) -2-^P-l-^f^-6-t^y- 


•6, 


7— Kn-iH-yy \?s<7i?>-l-%/V7$ym t- 




^VKn;*7vV (a -lk *5<fct^ 




4- [7- (2-^-^) -2, 6-^oa-7H-^!Jy-8-^;H 




l t -7^/1^*7^ (a -2) 



4- [7- (2-7^/W -l-^^/k-2, 6-^^y-2, 3, 6, 



25 7-T YyM Fa- lH-^y \f^yi^y- 1 -#/M*>^ t 

--ff-AsM^fr 5 . 1 2 7 g Sr^v^fc y ^ 7 5 m 1 M$$f L N 1 2 0°Cfc 
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TM#Lfc 0 Rfom&mmu as^h^t vv^yissomiimmv 

Am-f-YV !7Al0 0g, *2 OOml ifliCTl^I# 

7>f~fcT)WfiSlU ^^f-^-^^/V (1 : 1) mmfrmX*), 4- [7- 
(2-7*=f-=-)V) -2, 6-^aP-7H-7'!)y-8-^;V] t^y^^- 
l-#/I^>-^ t -l/fvl^^TVl'l. 3 4 8 g ^H-NMRCCDClg) 8 1.50 (s, 
9H) 1.87 (t, J=2.4Hz, 3H) 3.64 (m, 8H) 4.81 (q, J=2.4Hz, 2H)] £ N ^ 
10 y->-mk^fr (1 : 9) ^m^®J:!9, 4- [7- -2- 
-^^vv— 6 -^y-6, 7-i^fc Kp- 1H-T°y ^-8-4 
>V\ \f^y-yly-l-^;V^m t -T'f/H^T/V ^H-NMRCCDCL,) 6 1.4 
9 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.42-3.44 (m, 4H) 3.59-3.62 (m, 4H) 3.73 
(s, 3H) 4.93 (q, J=2. 4Hz, 2H)] 1. 2 3 8 g#fc 0 
15 b) 7- (2-;/^^) -2-p< h^v-- l-^/V-8- (bf^yv^- 
1-^T/v) -1, 7-S?t Kn^U^-e-^-^ hy7;vtp^i 

4- [7- (2-^^;V) -2-^np- l-^^/V-6-^"^y-6, 7 
-i?tKP-lH-7'!J>'-8-^/H 1 -#/V#>^ t-^ 

/Vx77/V8mgl:^^;-;V0. 2ml^U tRIN^T- !7 A 1 0 m g 

%mfanM&mfc?why77s{- {T±y-\>v^-fcn®mm (o. 1% 

MJ7/^Pg|^f) SrJSV^cJ ^T*fMU Mmt&mi. 72mg^ 

25 MSVe (ESI) ZllW-CVfQm) 

12. 7 - ( 2 -2-x. 1 ZL2Lg2L= 8 " (fcf^ 
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M -1, 7-^tKP^])y-6-ty 

mmmi it>)T*y ? y s\<>%m^ttt>y y -^zm^xmnmi 1 1 
B^xtwhyyyj-ffiMu Bm^?-^-**;-^ (2 0:i) 

1 H-NMR(CDC1 3 ) 

5 1.42 (t, J=7.2Hz, 3H) 1.82 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.40-3. 
42 (m, 4H) 3.46 (s, 3H) 4.51 (q, J=7. 2Hz, 2H) 4.90 (q, J=2. 4Hz, 2H). 
MS m/e (ESI) 331 (MT) 



mmm 13. [ 7 - 


(2- 


y^-/V) - 


l-^^-6-^"^y-8- (fc 0 ^ 


r^y- 1 -4 A") - 


6, 7 


— i?t Kn- 


iH-^yy-2-^;vt^] m 










mmm 14. n- 


- (2 


--f^M - 


- i-y^-6 -tf-^y- 8- (tr 




-6 " 




- 1 H-y°y 2 -4/isJr*i/] B 



15 g| 

4- [7- {2--?*3~^;V) -2-^oo-l-^f/V-6-^y-6, 7 

-^tKP-iH-/yy-8->f/v] tX7^y- 1 -#/i^>^ t -y*^- 
/i^*7vv£r/liv\ ^ y ~/v<E>ft:b 9 2 - Kp^S^^/k^tvvS: 
fflv>Ts*afc«li l fcRWUfcteau C7- (2-y^/w) -i-y^/v-6- 
20 ^y-8- (tv<?$?y-i — f/V) -6, 7-v^fc Kp- iH-y°y y-2 
-^/v^-^ri/] ^cn^/w^^x;^ MJy/v^-o^^^, [7- (2-y> 

sWO - 1 -y^/k-6-^-dry-8- (fc^y^y- 1 -y()V) -6, 7--^ 

t Ko-iH-yy y-2-> r^^^] fyy^p^m [Msve 

(ESI) 361(MH + -CF 3 C00H)] £#fc e [7- (2-y*^/V) -l-y^-6- 
25 (t°^7^/-l-^^) -6, 7 - S?fc Kp - 1 H-y°y ^- 2 
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zm^xtwyfyy^-mWiU mn^^-t*;-^ (20 : n mm 

frmX*) [7- -l-^f-;V-6-^y-8- (fcV<?$?V 

-6, 7-i?k Kp- lH-yy WfSk^-f-^ 

s^TVV ['H-NMRCCDCls) 8 1.29 (t, J=7. 2Hz, 3H) 1.83 (t, J=2.4Hz, 3H) 3. 
5 02-3.06 (m, 4H) 3.38-3.41 (m, 4H) 3.55 (s, 3H) 4.22 (q, J=7.2Hz, 2H) 4.9 
0 (q, J=2.4Hz, 2H) 5.03 (s, 2H) ; MS m/e (ESI) 389 (MO ] &%tc 0 

mmmie. 1- [7- {2^l2±~M - i-^^-e-^y-s- 

(\f^.yi>y-l-^ju) -6, 7-^fcKP-lH-^i;y-2-^;Vt^ 

10 1 3 fcl&l^T, 2 - 1 Kn f-jv^^fV^^p K 

n^V^n^n^^/l/^xSft^/Vai^^SrffiV^TllJiS^Jl 3 £plElfc:*Q. 

^XtwYffyyj-mn^s ffim^fr-tf S-fr (20 : 1) 
15 1H-NMR(CDC1 3 ) 

5 1.19 (t, J=7.2Hz, 3H) 1.39-1.42 (m, 2H) 1.67-1.71 (m, 2H) 1.83 (t, J= 
2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.37-3.40 (m, 4H) 3.49 (s, 3H) 4.14 (q, J=7. 
2Hz, 2H) 4.90 (q, J=2. 4Hz, 2H) 
MS m/e (ESI) 415 (MIT) 
20 H»J2 0. 7- -l-^f;V-2-7x;^-8- (t: e 

^7i?y-i-4 ;v) -l, 7-^fc Kp^P y-6-sf> b!J7;^p^i 

^JSM 1 3 fc&l^ 2 - fc Ko VB^ift^^/^^^^fttJ «5 ^ / — 

25 MS m/e (ESI) 379 (MH + -CF 3 C00H) 

^jj^J2 2. 7- -l, 2 -vM^-8- j^<2j^Z 
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4- [7- (2 -2-^nD-l-^f;V-6-t=3ry-6, 7 

5 ^t^O. 2ml|^j|U ^f/V^^DUK (1. 5^7f7tFP7 
7^$0 0. 2ml^M, 5 0t(CTO. 5^a^bfc„ S^^^U 

57^- (Tirf-hy^-zMM^IMB (0. l%MJ7/Ptoiitf) Srffl 
V^fco) UTill, ^fb-8^4. 5 6mg^#fc 0 
10 MS m/e (ESI) 301 (MJf-CF 3 C00H) 

%Wfr\2<2>. 7- {2-^^-=^;V) -l-*?~jV-2-V>**}-;VT % S -S- 

4- [7- (2-^^/1^) -2-^on-l-^f;>-6-t^y-6, 7 
15 -v^t Kn- iH-7°y y- 8 -- f;v] tXy^y- i -^;^>t t 

;^7/V8mg?:4 0%i?*^;VT %>imW.0 . 2mll^i?U 8 0°Cfc 

(ov i%hy7/i/tp^f) &j^fc 0 ) cti^L, mm^m^. 9 

20 5mg£#fc 0 
1 H-NMR(CDC1 S ) 

6 1.82 (t, J=2.4Hz, 3H) 2.83 (s, 6H) 3.02-3.05 (m, 4H) 3.39-3.42 (m, 4 
H) 3.56 (s, 3H) 4.90 (d, J=2. 4Hz, 2H) 
MS m/e (ESI) 330 (Mf-CF 3 C00H) 
25 Hjjffj|4 1. 7- (2-^^/U) -2- (2-j: b^v-^^T^y) -1 

(If^^y- 1 -1, 7-^bKP-7'Jy-6-t 
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4- [7- -2-^no-l->f;V-6-t^y-6, 7 

— Yn— l H— 7"y 8 — >f /w] tX7^^-l-*;^yi t 
^7/HOmglrl-^f^-2-t 0 D!; F>0. 15mll^U 2- 
5 3i h ^i/^/^T %Mz-fc 0 8 0 ^CfcT 1 2 ti?mW:W Ltc& s 

^f^^^§#ltTM^iLfc 0 r©a^fy7;VtnHtO. 4 0ml 

10 MS m/e (ESI) 374 (MH + -CF 3 C00H) 

^H^J5 3. (S) -1- [7- (2-^^) 

-8- (\?^<7i?y- 1 -^f;V) -6, 7-^t kp- iH-yy 2-^T 

15 ^t- -f^?V^y-)V^\^X%W\A 1 i:»MU ^|5|b^#4. 07 
m g $r#fc 0 

MS (ESI) ^OdflT-CFsCOOH) 

^Ifeffll6 3, (R) -1- [7- -l-^^/W-6-^y 
-8- (fc^y^- 1 -^;V) ^6, Kp- lH-^D 

20 )V\ t°n})vy-2-jj/vtfym hvy^nmmm. 

4- [7- (2-7^-/^) -2-^nn-l-^f;V-6-t^y-6, 7 

;Vx^6mgl:l-^f/V-2-t , n!) K^O. 15ml(^j|U D-7° 
n y i/^/Vm*^ ^mitl5m g> MJxW^SO/z l^Mt 8 
25 8 0tCT12^»Ut, ^m^^t#(tTH^^Mbfc e r<D 
a^^^/-/V0. 20ml, 5N-7km^hy !7AtK^0. 20mll: 
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(o. i%hy7;utoiitf) %m^tc 0 ) Kxmmh, mmit^m3. 4 

5 2mg£#fc e 

MS m/e (ESI) 400 (MH + -CF 3 C00H) 

HM^J6 4. 2- [7- - 1 6 - 

(t e ^7^^-l-^/V) -6, 7-$?fcKP-lH-^9V-2->f;V7^ 

mk&ya i . 1 2mgWc c 

MS (ESI) 374(MJT-CF 3 C00H) 

Hifefli6 8. [7- (2-y^/V) - l-^5VV-6-3hfry-8- 
15 9 3?^- l--^) -6, 7-^bKP-lH-7 p ';y-2-^;^;V77^ 

4- [7- (2-^^/V) -2-^Pn-l-^f^-6-t^y-6, 7 

/Vx^t^6 m g ^ 1 - ^ f ;W 2 - !) Fy 0 . 15mlMU ^A-^ 
20 7°h^f;^f;V2 0/i 1, »!)!>A6mg^t ^*&(-T 5 R^IIQ ' 

z»k%ttttxmmvfr 0 m&*mm&mmmw?v^h??7j~ (r±h~h 
y^-*%k®mm (o. i%hvy^^mm^) *m^ 0 ) Kxmmu 

25 m&it&& 4 . 8 3 m g &#fc 0 
MS m/e (ESI) 391 (MH + -CF 3 C00H) 
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Hjfe^ll7 3. 7- -l-^/V-8- 

;v) -2- dfy^y-2-Y;^;V7 7^) -1, 7-^fcKP7 g y^-6 

8fc43V>T, ^^7 0 ^@^m^^^3l^7 1 /V^V^^f^t>«9^2-^ 
5 /^^Mfy^SrffiV>T^3fe^|6 8^ll^^3gU tIIB{b^4. 6 6 m g 

MS m/e (ESI) 396 (MH + -CF 3 C00H) 

Hffiflfl 7 6. 7 - ( 2 -^=^;V) t EZL= 1 ~ ^ 

^-8- (H 0 -<7^^-l — (M -1, 7-^bKn^!)y-6-ty h 
10 y 7yv^-Pi^Bfejfe 

4- [7- (2-zf3~~M -2-^nn-l-^;>-6-t^y-6, 7 
-i?fcKP-lH-/Uy-8-^] tV^S^- 1 -Xtv-RvW. t--f^~ 

;HX7/V6mg^l -^^/V-2-t°n V K^O. 15mll^«m 

mm (0. l%fy7;^o^f) fcffl^fco) fcTfUMU ^13^-^4. 
5 6 m g &#fc 0 
20 MS We (ESI) 361 (MH + -CF 3 C00H) 

H»]7 9. [7- -l-^^/V-6-^y-8- (fc c ^ 

7^^-1-^/V) -6, 7-^tKP-lH-7 , !)y-2-^W77^ 

4- [7- (2-^^/P) -2-^nt3-l-^f/l^-6-^y-6, 7 
25 -i^ti Fd-IH-T" 1 ; y-8— T/W] \?s<7W-l-%;Vi$>m. t-'ff- 
;vx77/V6mg^N-^f^o y K^O. 15ml^U :/ h @£ 
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2 0 n 1, V !)A6mg ^^P^fd e ^Mi-T 5 

^ll&MUbo :K£B^&^*/~^0. 2 0ml, 5N-7km^fy!> 

h~hV*-7k$k®W)ft (0. l%MJ7/vtn^iif) ^rffil^Co) &-T*t 
«U 7- (2-^^/V) -2-^/^7 9 h-l-^^/V'-8- (t^yi^ 
-1--T/V) -1, KP^y h9 7 CMS 

10 /e (ESI) 319 (MH + -CF 3 C00H) ] £ 0 . 9 6 m g , [7- (2 - - 1 - y 
^/V-6-^y-8- (t^y^^-l-^/V) -6, 7-^tKn-lH- 
y- 2 ->f/^/V77^H S$fc b V 7>V*Ximm. [MS /»/<> (ESI)377 
(MH + -CF 3 C00H) ] £ 0 . 6 1 m g #fc e 

HflSfltJ8 2. 7- (2-^^/V) -2-i/Ty-l-^f^-8- (tf^y 

. 15 s^-i-^vw) -1. 7-s?t: Kgypy-e-a-v HLZzk^fEIIji 

4- [7- (2-^^/1^) -2-^nn-l-^f/W6-^y-6, 7 
-i?tKn-lH-^!)y-8->f;w] t'^y^y-i-^/v^yt t-^ 
;^7/V8mg^N-^Wn!JFi/0. 2ml!«U ^TW^th!) 
^lOmg^t 5 0°Cl3lTl^»^Lfe o SjS^zK^P^ g^^f" 

20 M^T^mufdo %mm*mmu 4- [7- (2-^^) -2-^ry- 

l-y^-6-^y-6, 7-^fc Ko-lH-T'y V-8-> f/V] 

t - ^f /Ux^t/V 1 4 m g ^#fc„ I©t)©5mg^ 

- (Ti? h~ h P/v-yJcSM^ttft (0. l%HJ7/^n^tM) SrJ^ 
25 fc 0 ) TAMR Us WBfc-k* 4 . 1 2 m g 
MS m/e (ESI) 312(MH + -CF 3 C00H) 
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H%ffj)8 3. 7- -l-^^-6-^y-8- (tf^y 

S^-l-^) -6, 7 - i^b Fp - 1 H-^U y- 2 -^;^f ^ K 

a) 4- [7- (2-^c=:/V) - 2 -#/W^>T/^- 1-7*^-6-;*-^ 
-6, 7-i?fc Kp- lH-yij y-8->r/P] tf-^v^- 1 -#/V/ft>^ 

5 t -^/l^n^xA' 

4- [7- (2-^^/1^-) -2-^iPP-l-^^/V-6-^y-6, 7 
-v?t .Kb- lH-:/y ^-8 tf^v^- 1 -Jj/vtfym t-zff 

/^7/H7 6mg^N-^f/HfP!) r/2mlti||U ^7yfttHJ 
^lOOmg^l 5 0mO. 5^Si#Ufc 0 ^^^tK^Px, B 
10 ^^/H-TttttJLfc 0 4- [7- (2-^^/V) -2-iX 

r/-l-^^/W-6-^^ry-6, 7-^fc Kn-1H-/U y-8-^/V] 
t^7^/-i-*;^y| t-^;nx7;H7 0m g ^#fc o 

98mg*7 1 h5tKP7?y3mU ^^;^2ml fci&S?U. 2 0%T^ 
^TtK^ 0 . 5ml, 3 0 ro^m^TK^TK 0 . 5miai mt^T^ 

'H-NMRCCDClg) 

20 6 1.49 (s, 9H) 1.83 (t, J=1.2Hz, 3H) 3.42-3.49 (m, 4H) 3.58-3.65 (m, 4 
H) 3.95 (s, 3H) 5.01 (d, J=2.4Hz, 2H) 5.54 (br, 1H) 7.61 (br, 1H) 

b) 7- - 1 -^^-6-^-^ry-8- (f^v^-l- 

-6, 7-7t:KP-lH-7 p !)y-2-^;^>t^ K 
4- [7- (2-7 > >^/V) -2-^77W^^^-l-p<^-6-^y- 
25 6, 7-i?t Kn-lH-7!)y-8--f;V] t^^-l-^yi t 
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A> (5 : 1) |»U^«J:9«|EHb#«4 9mgM^ 0 



'H-NMRCCDCls) 



5 


1.83 (t, J=2.4Hz, 3H) 3.05-3.07 (m, 4H) 3.45-3.48 (m, 


4H) 3.94 (s, 3 


H) 4.98 (s, 2H) 5.57 (br, 1H) 7.65 (br, 1H) 




m 


£098 6. 7- (2-??-~Jl>) -2-* h*i/~ 1 -(2 




A>) 


-8-(t'^7^- 1 , Kn/y y- 




a) 


2, 2-^f;^ot°tyl [7-^y^/V—2, 6- 




(2 


-7x^nf;V)-l , 2, 6, 7-f h^tKa^yy- 





2 , 2 - f/W7*o t 0 ^*^ [ 7 2 , 6 - y - 1 , 2 , 

6, 7-rh7t f;i^] ^vl^*7VV5 0 Omg, 2 -^n^e 

^/V^yif^O. 3 8ml % i7R^y!7A3 9 0mg % N, N-i^^ 
15 #/K*T 5 F5m 1 <Dm-&m%5 0^(0^®$ 2V$ffiMmkWl,it 0 

m g £#fc 0 
'H-NMRCCDC^) 

20 6 1.19 (s, 9H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 5.48 (s, 2H) 6.11 (s, 
2H) 7.17-7.40 (m, 10H) 7.54 (s, 1H) 

b) 2, 2-^^WPb°tyl [7- (2-^^;V) 

2, (2ji7_x=^£f^ -1, 2. 6. 7-f h7bF 

P7°!)y-3-^] 2LfvkE^g2k 

25 2, 2-^wnt°tyi [7-^yy;v-2, 6 -i?$-*y- 1 - 

(2-7*=;Wxf;V)-l, 2, 6, 7-7 h7t Ko7°!J y-3-^f/H 
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)V^y-fV 5 4 0 m g N 10 5 0 m g , Iftg 8 m 1 <Dm&&$; 

m g &r#fc 0 

l-^t2^e-2-^V0. 15mKM»P!)A30 
5 Omg, N, N-^W;VA7^ K5 m 1 ©»a*&MlT?2I^I«fflH^Ufc, 

MJEE*«U Bit 4 7 0mg£#fc o 

T $ K 5 m 1 om&to&g.U'T? 2 ^»#Lfd 0 1 fflBBtl- h V 

10 VJ±7kmmo. 5ml^Mfet, ft^^VK *T?tttfiU ft 

f-^^^^H^bLT^fE^^ 3 8 0 m g £#fc 0 
to-NMRiXJDClj) 

8 1.21 (s, 9H) 1.83 (t, J=2Hz, 3H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 
15 5.11 (q, J=2Hz, 2H) 6.05 (s, 2H) 7.18-7.32 (m, 5H) 

c) 4- [7- (2-7^^/V) -2, 6-^^y-l- (2-7x^/Ux 

gvk) -2, 3, 6, 7-fh7fcKP-lH-^!)y-8-^f/V] 

- 1 - # i/Wt t - J* 7^ 

2, [7- (2-^^/V) -8-^13-2, 

20 6-^y-l- (2-7x^xf;l.) -1, 2, 6, 7-fh7tKP^ 

-T'f^f/HeOmg, N-^^/V-t°T3 9 K^O. 5 m 1 ©JS-^feSr 1 5 

25 f^^^/^^f-y (i/i) \mmu 'p*<Disy%#/i>&m\sXz>m* ft 

Kai^/^W^ (1/1) T?#;V\ 5*^ «3«ft*)t>*Ti«EWiU aat 
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5 7 0 m g £#fc 0 

Tmit-r MJ^33mg«rM, ifi-c 3 o vtc 0 fcjtmz i nm i 

ml%Mx.tc^ mm^^K TKT-ttttib, W$S*@&*^ t&fn&t*Ti5fcv\ 

5 m&mwt^y^yt&x^m®., mj±mmu mmt^-ms 5 o mg &#*: 0 

'H-NMRCCDClj) 

5 1.50 (s, 9H) 1.85 (t, J=2Hz, 3H) 2.91-2.98 (m, 2H) 3.37 (br. s, 4H) 3. 
56-3.62 (m, 4H) 4.15-4.22 (m, 2H) 4.87 (q, J=2Hz, 2H) 7.18-7.35 (m, 5H) 
d) 4- [7- (2-7*^~M -2-^PP-6-t^y-lr (2-7x 

10 ^/l^n^/V) -6, 7-^bFP-lH-7°!Jy-8-^;V] b^7^-l- 

# /wft>gg t - :7*^vi^ * y 

4- [7- -2, 6-^^y-l- (2-7x=:;^f 

/V) -2, 3, 6, 7-7f7tKP-lH-7°!)y-8-^f/V] tf^v^- 
1 -tUVfc^m. t -7*^A>^XTA'2 9 0 m g , ^iymt]) >A m 1 <DS^ 
15 ^12 0°C©W^ 8B#TOm»#bfc: 0 ^iS^^ff^U a^^rx hy 
t KP77y5ml (C^Lfc 0 £<7>}S«£, r»^-t-7*^2 5 0mg, 
t&fn^Tklf -7- h y !7A 7 X^10ml N ff7t KP77^ 1 Om 1 

20 Lfc„ 3 0-5 0 %^^y/V/^def* >"C V V # 7^Pvf^ 

77^^r^V\ #Cl^5 0-1 0 0%^ ^^-/V/7K^^7Ai7P^ h 
^7 7^^r^V\ UBit^m 6 0 m g £#fc 0 
'H-NMRCCDClj) 

6 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.10-3.16 (m, 2H) 3.40-3.46 (m, 2H) 
25 3.57-3.63 (m, 4H) 4.42-4.49 (m, 4H) 4.94 (q, J=2Hz, 2H) 7.21-7.34 (m, 5 

H) 
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e) 7- Y*i/-l-{2-7x.~;Vx.J-;V)-%- 

4- [7- -2-^na-6-W-l - (2-7^^/W 

-6, 7-^fcKD-lH-/!Jy-8--f;U] tr^S?^- 1 

0-8 0%^^y-^/7X (0. l%«:tim^r) t»7A^vf^77 
10 ^f-^*5^^V\ ^^^4. 3mg£#fc 0 
^-NMRCDMSO-dG) 

8 1.80 (br.s, 3H) 2.85 (t, J=7Hz, 2H) 3.28 (br. s, 4H) 3.48-3.5,4 (m, 4H) 
3.83 (s, 3H) 4.15 (t, J=7Hz, 2H) 4.97 (br. s, 2H) 7.16-7.24 (m, 3H) 7.29 
(t, J=8Hz, 2H) 9.08 (br.s, 2H) 
15 mMffl8 8. [7- (2-^f-^M -6-**y-l- {2-y^/V^ 
A>) -8- (If^yi^y- 1 -y(?V) -6, 7 Kg - 1 H-7°V is- 2 - 

20 1 H-NMR(DMS0-d6) 

8 1.80 (s, 3H) 2.96 (t, J=8Hz, 2H) 3.29 (br.s, 4H) 3.50-3.56 (m, 4H) 3. 
68 (s, 3H) 4.16 (s, 2H) 4.23 (t, J=8Hz, 2H) 4.99 (s, 2H) 7.24-7.38 (m, 5 
H) 8.96 (br.s, 2H) 

mMM9 5. 7- -2-^pp-8- (^7'7y-l->f 

25 /V) -1, 7-^bKo7yy-6-ty MJ7;VtPHii 

a) 4- [7- (2-^^/W) -2-ynP-6-^y-6, 7-v^Kt* 
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4- [7- {2 -2, 6-^nn-7H-y!Jy-8->f^] 
\f<<9*Sy-l t-^/^^x/H. 0 g, W&frhV 9^5 
8 0m g> ^ f/U^^Kl Oml ©fi^Hl^ 8 0*00*^^2 4 WFM 

5 ummwLtc. awtiit*^ *-e»wu ^rawisrjjcfo g&fp^JtTX-e 

-^•fr^TS&ftflS LT*iBffr&4& 8 0 0 m g £#fc 0 
'H-NMRCCDClg) 

10 6 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.44 (br. s, 4H) 3.56-3.63 (m, 4H) 4. 
94 (q, J=2Hz, 2H) 

b) 7- .(2 ;V) -2-^PP-8- (f^yi?^- -1. 

4- [7- (2-^^/V) -2-70P-6-t^y-6, 
15 lH-yy >-8 -4/^1 fcT^S^-l-j&A'Jj^gfc t -^/V^^ 7^/1^ 8 

77^- (Tir h~hy/v-7k5M£ltlf@ (0. l%h!)7^tP^t) 

MS m/e (ESI) 307 (MH + -CF 3 C00H) 
20 ^jfeffjl9 6. 2- [7- (2-^^/W) -2-v ? ^^T^y-6-^y 



-8- (tv^^f- 


-6 


, 7-i^t Koyy ^-i— f/M^/v] 








a) 4- [7- (2-^^/W) 


-2 




6-^-^y-6, 7-i?tKt3- 


1H 


-yy^-8-^r/v] tvy^y-i-^ 








4- [7- (2-^^) - 


2- 
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0 0mg N 2-^TMy^nWF6 0mg, &S7k#<m# P ? A 6 8 m g v 
^-NMRCCDCls) 

5 1. 49 (s, 9H) 1. 83 (t, J=2Hz, 3H) 3. 43-3. 49 (m, 4H) 3. 58-3. 64 (m, 4H) 
10 4.95 (q, J=2Hz, 2H) 5.72 (s, 2H) 7.06 (d, J=8Hz, 1H) 7.39 (t, J=8Hz, 1H) 

7.51 (t, J=8Hz, 1H) 7.71 (d, J=8Hz, 1H) 

b) 4- [7- (2-y*^M -l- (2-^ry-<yJ;v) -2-vM^vV 
- 1 t - z/^twj- ^ g /v 

15 4- [7- (2-7^-^0 -2-^ao-l- (2-^77^/^) -6 
-jr*cy-6, 7-^tKo-lH-/!)y-8-^f;V] t°^7^^-l-^/^ 
t -^f/HXf;V 8 m g s 5 0%^ 5: l/frW-ffi. 20 u 1 s N, 

N-^f;^A7^FO. 2mlO?B^^fi-e2^a#Ufc:o HJS^ 

*-csimu #mm*&m, m^\-m^xmotz.^mm^ 0 m 

20 «7 Qo/oBB^sW^y-l/Xiyy XffrWM? w h ? 7 7 J 
1 H-NMR(CDC1 3 ) 

6 1.50 (s, 9H) 1.81 (t, J=2Hz, 3H) 2.73 (s, 6H) 3.38-3.45 (m, 4H) 3.56- 
3.64 (m, 4H) 4.91, (q, J=2Hz, 2H) 5.55 (s, 2H) 7.07 (d, J=8Hz, 1H) 7.32 

25 (t, J=8Hz, 1H) 7.46, (t, J=8Hz, 1H) 7.65 (d, J=8Hz, 1H) 

c) 2- [7- (2-zf<f-~;V) -2-v ? ^^T$/-6-^y-8- (E° 
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^y^y-l-yf ;v) -6, 7-v>bFP7'!Jy-l-^;Mf/v] 

4- [7- -1- (2-^7/^^) 

^ /-6-^-=¥y- 6, Kn-lH-yj; y- 8-^/1^] t°^7t?y- 

5 l-#/l^V^ t-^/teXTfre. 5mg|:H7;VtDf^ilO. 5ml 
Ir^X-T^U mS.T'2 OftWLWiVfCo RJ&tit&mffiU ^2 0-8 0% 
*9 (0. 1 T'^^yA^n-^ b^^^^r^ML 

^-NMR (DMS0-d6) 

10 6 1.76 (s, 3H) 2.69 (s, 6H) 3.28 (br. s, 4H) 3.51 (br. s, 4H) 4.91 (s, 2 
H) 5.40 (s, 2H) 7.04 (d, J=8Hz, 1H) 7.43 (t, J=8Hz, 1H) 7.60 (t, J=8Hz, 
1H) 7. 83 (d, J=8Hz, 1H) 8. 90 (br. s, 2H) 

H;6feff!)9 8. 2- [7- j2jz?±~M ~ h^>-6-^y-8- 
(t^yi^-l-^f/lQ -6, 7-^bFpyr/-l — U^£±M 
15 Mfeg 

mm 9 6 b) -e>^ ^/vr ^ ><Dftt> \>\z**s —A'&m^xmksm* v v 

^-NMRCDMSO-dB) 

8 1.79 (s, 3H) 3.28 (br. s, 4H) 3. 48-3. 56 (m, 4H) 3.91 (s, 3H) 4.97 (s, 

20 2H) 5.32 (s, 2H) 7.19 (d, J=8Hz, 1H) 7.48 (t, J=8Hz, 1H) 7.63 (t, J=8Hz, 
1H) 7.87 (d, J=8Hz, 1H) 9.05 (br. s, 2H) 

1. 7-^bKnyyy-6-tv hvy^^mmm. 

a) 7-^y-^-l, 7-i?tKP^!)^-6-ty 
25 /f;^18. 2 3g^ fjVWfc* %, K 9 0 m 1 fc$g&? U 
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t\ ±a*fc§*3\ OfWtfct>f^lb%tt» (13 5ml) fc**U 7 

M}CTpH7tT^|PLt 0 *fWUfc@fr4:5]&U ft*U *lBffr&* 1 2. 

7 4 8 g <M#fc 0 

5 b) 4- (7— <l/i>/V-6-**y-6, 7-i^fc Kp- y-8- 

7 7-^tKo/y^-6-tyi 2. 7 4 8 g £N, N- 
^^f/V^^AT U*15 0ml N-^ n n n/N^^f ^ K 7 . 9 g 

10 mt-T^#U m&mWt??*^? ATi«U 5^ 5^^ML, 7— <V 
^-8-^C2P-l, 7-v^fc Ko7°y ^-6-^-^6. 103gSr#fc. £ 
©t>o^rt°^7^y- l-^/v^^t-^>;^^'r/V2 0 g ijft^U 1 5 

fil^iN-iitr^L, u 

-*?;~fl> (10:1) ^ffi^PU^ *|BflS<fr*l. 53 9g£#fc 0 'H-N 
MR(CDC1 3 ) 

8 1.39 (s, 9H) 3.07-3.10 (m, 4H) 3.35-3.39 (m, 4H) 5.44 (s, 2H) 7.16-7. 
18 (m, 2H) 7.22-7.32 (m, 3H) 7.91 (s, 1H) 12.18 (s, 1H) . 

20 c) 7 -^•^-1-^^-8- (K°^<7i?>-1-4M -1, 7— 

4- (7-^v^l— 6 -sNry- 6, 7 -S?fc Ka- 1 H-^U is- 8 
/V) tVy^y-i-^^ t-^fWT/HSmg^N, N-i?^ 
WW^Klml^jlU TK^b^hy^AlOmg, 3 ?>fb^/W 
25 0/i 1 fcjq*., I^T3 ®Hfcfcll**^K 
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fc?wh?7-7j~- (T± Y~Yy;v-jm&W)l® (0. l%MJ7^n» 
• «:JSV\fc 0 ) fcTttKU WBfc**4. 3 1mg^fc c 

m m/e (ESI) 325(MH + -CF 3 C00H) 

HHM 115, 3 - ( 2 -z?J-~M - 5 ^;V- 2 - (fc: e ^7 1 - 

5 dJkl -3, 5-S?fc KP^f^y T4, 5-d] b° y ^-^y- 4 -^-^ M? 

a) 3- (2-^-^) - 5 - ->T 7 - 3 H-^ ^ df^»->V- 

4 — # /Vzj? j: ^vl^ ^-r/l- 
2-^P^-lH-^^y-;V-4 ) 5-i?^=MJ/V [CAS No 

10 50847-09-1] 16. 80g©x^-/H 70mltt:«4. 

5 6mieBt 4 8mmMmmmvtc 0 ^m^tcWi, mm^^s oomi^ 

1 g^J;Ui2-^;^q^ K8. 6ml ^i&T? 18 B#|^#Lfc 0 

15 gBfc:c?yW 5 0 0ml ^X. N 7X 3 0 0 m 1 t? 3 HJSi&U itfb*7" h P £ A©^ 
fP7K^3 0 0ml"t?^b^ ^TK^m-^^^^A-C^L, )|&U M 
ffillfc, ail: V D ^ ^ 7A^pvh^77^-i;TilL, 

-m&^tv 0:1) mftfrm:*), wm&m*. o 9 g &#fc 0 

^-NMR^DCls) 

20 5 1.43 (t, J=7.2Hz, 3H) 1.81 (s, 3H) 4.47 (q, J=7. 2Hz, 2H) 5.16 (s, 2H) 

b) 4- [1- (2 -y^z^jV) ; -5-x.Y*i/$uV'iS~;V-l 

25 2-^n^-3- (2-^=/P) - 5 -*/T J - 3H— <f 5 ?^->X>- 4 - 
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,V^y-)Vl . 7 0 g fc*g-&U .1 5 0°C^MLfCo 5 Oft&WU 

V-y-fm^A' (2:1) SHBflS#*4. 4 7 g &#fc 0 

'H-NMRCCDClg) 

5 6 1.43 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.82 (t, J=2. 3Hz, 3H) 3.08-3.13 (m, 
4H) 3.57-3.61 (m, 4H) 4.44 (q, J=7. 2Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 

c) 4- [1- (2-?^~M -5-^ Y^ri/^?V^)V-A-^ir^^ 
^4;v- l H-^T ^ 2 -<<)V\ t^Jity-i-Xsvtfy^ t-zf 

10 4- [1- - 4 - v'T / - 5 - J: b 1 H- 

4 % /v- 2 --f ^] fc'^y vV- 1 -jfr/M^H t -^x^r/VO. 
8 0g©^;-/V2 0ml mfcKmitT y^!>A5 0 %7M8Jfc 5 m 1 Sr*P 
14 ^BB6 0 o CT^n^Ufd o g^fxf;H 0 0ml &£tF7K5 Oml ^ 

mm*&5 om i iis^ h y *^<Dfi&?b*»jfc5 om 1 xm&.mftu m^m 
iste-a^o. 5 8g^#ybo 

^-NMRCCDC^) 

8 1.43 (t, J=7.2Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2. 3Hz, 3H) 3.12-3.16 (m, 
20 4H) 

3.54-3.59 (m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2. 3Hz, 2H) 7.41 (br. s, 
1H) 8.88 (br.s, 1H) 

d) 4- [1- (2-y^^/V) -5-J^^;fr/l^~;V-4-^5vl^V 

25 -XAtfyM Lz^f2k^*Z2k 

4- [1- (2-y f f-^/U) -5-x. Y**s%/Vi$^;V- A-^-3r%;V/^y( 
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;v- ih-^ ^#y—?v-2-y(;V] 1 -%;vtf>m. t--f^;v 

V 5 0 m 1 ^B^m-T h V !7 A<^ISfP^« 2 0ml T«f U M7kffi 

5 *^*S/*A-Cl£*U HBEWBU Wm&mo. 5 5g£#fc 0 
^-NMRCCDClj) 

8 1.41 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.81 (t, J=2. 3Hz, 3H) 2.39 (s, 3H) 
3.12-3.16 (m, 4H) 3.56-3.59 (m, 4H) 4.42 (q, J=7. 2Hz, 2H) 4.80 (q, J=2. 
3Hz, 2H) 

10 e ) 4- [1- -5-J. h^ff;V^;W-4-^5vV*/V 

77^^=^- 1 H — f $ W—JV- 2 -^/v] 1 

4- [1- ( 2-7^-/1') - 5 b 4 - ^ f ;w^;v-7 r 
~>V%;Vi$l/y( % KMVV- 1 H — ( 5 ^/—jV- 2 — f A-] tV*^^- 1 
15 /^^Sfe t-T^f^^f/I/O. 5 5 S <D^?S— ;V3 Om lfc@fflfcfc:2N 

*«*5ml«rflljlL 5^6 0°CT«L^ o S*««r«ff«»'Lfc«. SHft 

2 5ml -ettWU %mm*&t>1t, IN *fi|fttf- h V VJ*&m$ l m 1 Sr&A, 
W5«7" h y * A 1 Om 1 Tft^U teW**-^*^? AT? 

20 laiU »»U »ff*«Ufc. m^PP^^^lOml^jjlU hV 
^}VT ^>0. lOml^l^-f-^f/l/O. 2 56 g^M, 1 
8TC 15 R#H^#Lfc 0 Hi^25ml ^nx. N 0. IN Om 1 N tK 

*#bh-mj !7A^»iafn7KWi omi t^b^-M; v&omufrtmi omi 

25 ;^7^^ci-7b^7^H^iiU -^^-f^^/V (4 : 1) ^ffl 
#® J: 9 , SUBfls-fr* 0 . l 5 g £#fc 0 



WO 2004/028524 



PCT/JP2003/012075 



- 135- 

1 H-NMR(CDC1 3 ) 

8 1.43 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2. 3Hz, 3H) 2.40 (s, 3H) 
3.16-3.20 (m, 4H) 3.55-3.59 (m, 4H) 4.35 (q, J=7. 1Hz, 2H) 4.80 (q, J=2. 
3Hz, 2H) 

5 f ) 4 - [ 1 - ( 2 --?J-~;V) 4-fcKP^> 
* ^;V- 1 H-4 $ #V*-JV- 2 -4)V\ K'^yi?^- 1 -jjjV&lsm t zlZ. 

O'CTM- [1- -5 -a: Y^i/jj/v^jV-A-t^/V* 

;V7 7^/^^- 1 H — r 5 2 -^T/U] tXy^y- 1 

10 #^SI t-^f;H^f;VO. 2 6 5 g ©x^ / 8 m 1 M^Si^H 
(II) 0. 1 8 7 g*5<tt> 4 7K^t:m5^hy ^AO. 0 9 0^M> ^ST? 4 

&m&&L1t 0 K^MHctt (II) 0. i8 7g*5j;^7Xm^tS5m^hi;^A 
0. 0 9 0lrJDUi, 1 5^mS^#Lfc 0 iixf/n OOml *5,fctf 
0. 5Ntt5 0ml^Dl ^MM%7k 5 0 m 1 tmti~ Y V ? AOffrfozK^ 
15 ^5 0mlT*Jli^^U M*«^^^!>AT^U ^j£^llb^ 0 

^i/!)^^7A^Pv b^yrTV-^TffMU ^f-^-f^^/l' 

(4:1) ^ttJ^MJ:t9 N mW%0. 17 2gHIlRU ^^>-mk^/v 

(1:4) ^m^® «fc 5 . ^C12{b<8^0 . 0 6 1 g £#fc 0 
^-NMR^DCls) 

20 5 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2. 3Hz, 3H) 3.17-3.21 (m, 
4H) 3.41 (t, J=4.8Hz, 1H) 3.56-3.60 (m, 4H) 4.36 (q, J=7. 1Hz, 2H) 4.75 
(d, J=4.8Hz, 2H) 4.81 (q, J=2. 3Hz, 2H) 

g) 4- [1- (2-7<7'~;U) -5-^h^y%/]/7$~=.fr-4-ft;V*/\s- 

25 

4- [1- (2-^^/V) - 5 -x h dr^;^^;v- 4 - 1 Kn ^fi/^ f 
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;v- l H-4 $ 2 i?y- l t -zf^-;v 

^x<r/iso. o 6 i 6 ©^np^y2m iW&fc—Mib-rytfyo. 120 

5 (7:3) ^tU^lU^ MBik&mo. 0 5 5 g£#fc 0 
^-NMRCCDC^) 

8 1.42 (t, J=7. 1Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2. 3Hz, 3H) 3.23-3.26 (m, 
4H) 3.55-3.59 (m, 4H) 4.45 (q, J=7. 1Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 10.36 
(s, 1H) 

10 h) 4- [1- (2-^-^) -6-^^V-7-^y-6, 7-i?tK 
P-lH-^f^/ [4, 5-d] 2-4^1 b e ^7i^-l-fl 

4 - [ 1 - (2 --f^-^;V) - 5 -3t h dr^^^/V- 4 -sjvl^ fV- 1 H 
— f $ 2 ->f AO tr«<7 1 -#A#>^ t -^ff-iV^^f A 

15 0. 0 5 5 g^^/-/W2. 5m l^Kl^Afc: Kyi^O. 0 5mllrj)D 
X., 8 0tT'15^ Hfcl 3 0°CT*1 4WD|Lfe. ^»Mff^L 

^A (l : l) mtJ#®J:?K «Bfc£4&0. 0 3 5 g£#fc„ 
^-NMRCCDClg) 

20 8 1.52 (s, 9H) 1.83 (t, J=2. 3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4 
H) 3.85 (s, 3H) 5.09 (q, J=2. 3Hz, 2H) 8. 13 (s, 1H) 
MS m/e (ESI) 387. 4 (MH*) 

i) 3- (2-:/^~A) -5-^A-2- 1 -4;V) -3, 

[4, 5-di fy^^-4-a-v by7;^pj^ 

25 i[ 

4- [1- (2-;/^A) -6-^^/V—7-^dry-6, 
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lH-^f^y [4, 5-d] fc°y^^-2-^/V] ^yitls-l-tfrtf 

V7MuBmO. 4mim li§f^&T*8l#L*: 0 mm&MmU 
SriSiffi*H3iJKfr^o^h^97-f- (T-fe h~ h V fr-fr%t&W}fii (0. 1% 
5 Ny7/^P^f) SrffiV^ 0 ) |!1T»»U Wtefc&mo. 0295g£ 

'H-NMRCCDjOD) 

5 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 3.83 (s, 3 
H) 5.15 (q, J=2.3Hz, 2H) 8.20 (s, 1H) 
10 MS m/e (ESI) 287. 09 (MH + -CF 3 C00H) 

358609116. 5-^<y^/U^iy^^-;u-s- (2-^^/1^) -2- (fc° 

s<7i?>-i-4;v) -3, 5— Kp-^^^y [4, 5-d] try^^ 
- 4 b y y/i^-p g|gt^ 

a) 5-^y^^V^f-/W-4-^y-4, 5-^t:KP^$^/ [4, 

15 5 - d ] g y 1 --;*;Hfcygfe$?^ *f-?V7 X K 

5-^m^W5^; [4, 5-d] fc°y^^-4-^^ [C 
AS No 82137-50-6] (R. Paul Gagnier, Mi 
chael J.Halat and Brian A. Otter Jou 
rnal of Heterocyclic Chemistry, 21, 

20 p481, 1984; T/V • 7$»-/V • jfl/?^^/^ Sr;V . — • 

^7 K zfyATV • ^ • ^-y^— tvv • #zf • y y 

t'fr^XhV — s 21, 4 8 11, 1984 ) 3. 04 g©i?^PP^^ 
y50ml^llcMJxf;P7$y2. 0 8g s N, N-^f;^/V7 7.^ 
4/*ia?^K2. 8 0*5i-0?4-^^T^y t°y i^^O. 2 2g^M, 4 
25 RflUnftfM Lfc 0 fflfcfcaifvV 2 5 0 m 1 SriRj^ 1 N^tK« 5 0 m 1 n $ 
^Tk^-?- h y !7A©fiafU7KSSR5 0ml fctl>fb?- b y <7^©t&jftl7k^5 0m 1 
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jvjjj&tn-? h^??^— fc-clWRU ^Vy-gffit^fr (2 : 3) mm 

frmz 9 , wmz&b 2 . 8 6 g $r#fc 0 

'H-NMRfCDC^) 

5 5 2.98 (s, 6H) 4.77 (s, 2H) 5.74 (s, 2H) 7.30-7.39 (m, 5H) 8.21 (s, 1H) 
8.46 (s, 1H) 

b) 5 -^y^t^r^^ f 2 - ^ p p - 4 - t^V - 4 , 

14, 5-d] y ffpy — 1 — -X/Uafr ^BfeS?;* fft/T % F 
M^#IS^Ts -7 8tt*5-'<^t^f/V-4-^y-4, 5- 

10 i^tKn^^y [4, 5-d] try ^y-l-^*yt^f;V7^ K3. 

34gO7f7tKn77yi50ml M^n-^f/HJ f>>A5. 3ml 
(2. O^/V^P^^y^) &MX_ S ll^W-7 8°CT*#Lfc^ 
f^noi^ya. 2 6g©7f7tFP77y2 0mli^Ms ^t^T 
±2&£i*:fc 0 ^T^^«7A©5%7K^2 5ml |»xf^5 0m 

15 1 T'ttttJLfc 0 ^raS^7K2 5ml iifrffc"?- h V *A<Ptfrfa*«2 5ml Tjlg 

7A^t3vf^77^|:tilU ^^f-y-H^^ (2 : 3) 

^f3fc^2. 3 1g^#fc 0 
! H-NMR (CDC1 3 ) 

20 6 3.12 (s, 6H) 4.77 (s, 2H) 5.70 (s, 2H) 7.30-7.39 (m, 5H) 8.48 (s, 1H) 

c) 4- (6-^^/M-ar^5vV- 7-**y-6. 7-$?fcKP-lH 
— ±SL££ [4, 5-d] bfy^^-2-^) fc°^7^-l-;fr/V/ft>^ 

mm^mUT, 5-^^v ? /^^v-^^/U-2-^Pi3-4-^-^y-4, 5 
25 -^tKn^^y 4 [4, 5-d] t°yyi?>--l-^/^^^^T5 K 
2. 3 1 g^j;^^7v?y-l-*;^yi t -7'f/l'X7f^4. 4 9 g 
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r»»u mmx-^mmftrnz v , mm^m i . 9 4 g &#fc 0 

^-NMRCCDClg) 

5 3.54-3.58 (m, 4H) 3.71-3.75 (m, 4H) 4.68 (s, 2H) 5.65 (s, 2H) 7.25-7. 
5 35 (m, 5H) 8.21 (s, 1H) 12.58 (br. s, 1H) 

d) 4- 1 - (2-7^~;M -7-**y- 
6, 7-^bKP-lH-^f^^/ [4, 5-d] \fV 2 -4^1 gc* 

4- (6— <i/^^i^7VV-7-^y-6, 7-^tFP-lH-^f 
10 [4, 5-d] t°y ^^-2— f/W) t^yv^^-l-^/V^V^ t n 

-^^cr^x/VO. 2 16 g£>N, N-i?^f/^^7^ K2 Omlfill 
»^AO. 7 4gjoit;2-^;^D^F0. 0 7 8 g^Px.fc o 

1 6mmu^mwLtc^ mm^^5 om 1 s^n*., tn^20mi -e 
hue^u mt-r v v v&vmfoTkmmi omi -e$^u mmm^^^y 

mmu ^y-y-BM^* o : 2) ^{b^o. 1 3 9 

^-NMRCCDC^) 

5 1.50 (s, 9H) 1.86 (t, J=2. 3Hz, 3H) 3. 38-3.44 (m, 4H) 3. 61-3. 66 (m, 4 

20 H) 4.72 (s, 2H) 5.10 (q, J=2. 3Hz, 2H) 5.65 (s, 2H) 7.25-7.38 (m, 5H) 8.1 
8 (s, 1H) 

e) 5— (2-^^/v) -2- (tf^yvV- 

-3, [4, 5-d] tfjJ ffVls- 4 

25 4- [6-^^^/V^^^/V-l- -7 -s$-*y-6, 

7-v?t Ko-IH- T^^y [4, 5-d] t°y^>--2— T/U] tXyi? 
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y-l-XA'tfyWt t-^f-^^/vo. 00 7 3 gSrHJg^ill 1 5 i) t 

mmimmu **»lt, mmz&ko. o o 4 3 g £#fc 0 

'H-NMRCCDjOD) 

5 1.83 (t, J=2.3Hz, 2H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 4.69 (s, 2 
5 H) 5.15 (q, J=2.3Hz, 2H) 5.64 (s, 2H) 7.17-7.32 (m, 5H) 8.20 (s, 1H) 

MS m/e (ESI) 393. 28 (MH + -CF 3 C00H) 

Hjfeff!1117. 3- (2-y*^~/V) -2- (K^yity- -3.' 

[4, 5-d] 4-*> h]J7;VtP^ 

io mm^mHT, 4- [6 — ^^^v^^- 1 - -7 

-^y-6, 7— 5?fc Kn-lH-^^y [4, 5-d] fc o y^v^-2- 
kVyv?y- 1 ^#/V/£>g| t -^/V^^x^O. 12 3 g(D^ a 
n^y8m lW-Wi%-7 8°C{^£PU H&tef£5lfl. 9ml (1. 0^;V 
^PO^^) ^Px:fe 0 -7 8°CT5^^L/c^, v^ntf^*^ 
15 - * ? J -;V(D 1 : 1 m&&%£ lOmllrM, - 7 8 °CT^fc 2 f$H^# Lfc 

mmo. 3mi zmizmmu mm^m^mmmm^^^v^yy^- (t± 

Y~YV;i'-fc%mmm (0. l%MJ7/vtD^f) &ffil>fc 0 ) 
20 m u w&ik&to 0 . 0 0 5 g £#fc 0 
1 HNMR(CD 3 0D) 

6 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 5.16 (q, J= 
2.3Hz, 2H) 8.21 (s, 1H) 

MS m/e (ESI) 273. 16 (MIf-CFsCOOH) 
25 H^!lll8 2- [7- - 1 - 6 -**y - 8 - 

{\?s<yV>- 1 -j;V) -6, 7-^bKP-lH-/l)y-2->fW 
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a) 4- [7- {2jzj££~/kl ~ 2 ~ (2-^/W^^;V-7 3i/^v^) -1- 
^^-6-^y-6, 7 - Kp - 1 8 ->f A^] b c ^7^ 

- 1 - y gj t - 2! 'f^ * zzk 

5 4- [7- -2-^a-l-^f/V-6-^y-6, 7 

-i?tKn-lH-yr/-8-^;v] ^9^^- 1 -Xsi'tfyWt t-^ff- 
/Px^f^2 0 0 m g ^ 1 - ^ f ;W- 2 - t'P !J H>2. OmlMU 

K8 5mg, 2 9mg^M, 1 0 0X^X2 l$IHH*# 

&m*22 lmg (8 9%) #fd 0 
1 H-NMR(DMS0-d6) 

6 1.43 (s, 9H) 1.79 (t, J=2. 5Hz, 3H) 3.23-3.27 (m, 4H) 3.36 (s, 3H) 3.4 
8-3.52 (m, 4H) 4. 95 (q, 2. 5Hz, 2H) 6.59 (td, J=8. 0, 1. OHz, 1H) 6.63 (dd, 
15 . J=8.0, 1.0Hz, 1H) 7.14 (ddd, J=8. 0, 7.5, 2.0Hz, 1H) 7.80 (dd, J=7. 5, 2. 
OHz, 1H) 

MS mfe (ESI) 522 (MH + ) 

b) 2- [7- (2-:?f-~;tO - 1 6 -^-^y- 8 - Vd^y^y 

a*) -6, KP-iH-^gy-2-^fW^] ^yyr^ 

20 K MBM 

4- [7- (2-^~/V) -2- (2-*^*>fA'7xV ^ri^) 
^-6-^y-6, 7-S?fc Kp- lH-yy y-S-4J>l \?^<yW- 
1 -*^#>| t-^f^T^2 10mgt^;^3. 5ml. 4N 

2 . lmlMfc. ttl:T4«#f, 

SfBffrg^&l 7 7mg (9 6%) #fc 0 
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^-NMRCDMSO-dG) 

61.82 (t, J=2.3Hz, 3H) 3.28-3.32 (m, 4H) 3.48 (s, 3H) 3.54-3. 58 (a, 4H) 
5.04 (q, 2.3Hz, 2H) 6.96 (br.t, J=7. 0Hz, 1H) 6.99 (br. d, J=8. 0Hz, 1H) 7. 
46 (ddd, J=8.0, 7.0, 1.5Hz, 1H) 7.93 (br. d, J=8. OHz, 1H) 
5 MS m/e (ESI) 422(Mir-HCl) 

Hjjffj|119 3- -5-^^-2- (X^<y 

-3, [4, 5-d] K° V ?*?-y- 4 -HrV 

a) 5-i?fcKP-f-;^/ [4, 5-d] fc° 

10 ^r?5-^5vw-l, [4, 5-d] VypV-y-A 

-ty [CAS No 7 6 7 5 6-5 8-6] (Shih-Fong Che 
n and Raymond P. Panzica Journal of 
Organic Chemistry 46, p 2 4 6 7 , 1981; 

i/— • y*v>f • f-^> s v—^-y k • tr— • ^vp • Or? • 

15 # ~ y ? • * ^ MJ 4 6, 2 4 6 71, 1981) 78. 8 g 2r 

^/i^n^r ki 7 6 g^px., 3mmmwhtz 0 mwt^?-/i>7. 5 1 ^nx:, 
7x3 1 texxfrnt-t h v v&omfaTkmms 1 -emmfcftu m^mm^?*^ 

20 KfSlU ^f^-H^^A- (2 0 : 8 0^b0 : 1 0 0) ^ffi^PU 9 > ^ 
IB^^I 3 6. 5 g£#fc„ 
1 H-NMR(CDC1 3 ) 

5 3.79 (s, 3H) 6.92 (s, 1H) 7.07-7.13 (m, 6H) 7.32-7.40 (m, 9H) 7.87 (s, 
1H) 

25 b) 2-^PP-5-^f;>-l-MJ^-l, 5 Kp-Y 5 [4 , 
5-d] ?x?>-4-*y 
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mm<D&m%T, -7 stTs-^f^-i- mj^-i, 5-v^fp^ 

S^V [4, 5-d] ^^-4-^-^6 8. 3g©fh7tKP77^4 
1 U f !) A^^rf^ f ;V^t/7 K 2 2 0 m 1 (1. OWh7tFP 

7 7^) &#P;i, -7 5°C-ei^Wbfcms ^f^POx^y8 2. 
5 3g©7f7tKP77y20 0mlM^M, - 2 0°C£ it fc e M. 

fcT^-!7A<A5%7k^5 l^Px., @^m^^4 ltittlLfc c ^$§jl£ 

!>A*Cffcj|U iffillfco aSESr t-^^f-^-^/H 5 0m l fcjffi 

10 ^6 9. 7 g £#fc 0 
'H-NlflKCDCls) 

5 3.78 (s, 3H) 5.81 (s, 1H) 7.25-7.27 (m, 6H) 7.28-7.38 (m, 9H) 

c) 4- 7-^y-6, [4, 

5-d] t:°!)^y-2-^) l-XAstfym x-rftf-As*.* 

2-7nP-5-^f;W-l-MJf/l/-l, 5-i>tKo^^^/ [4, 5 

-d] t°y jr&is-4-*>e 9. 7 g ktr^^-i-^/^vsfc t-zf 
»Lfc 0 as«3»iEi*iu j ^-<ja;ofee>ia^Sri 5 ot^-ckr^ r^ag^ 

20 immBiJ&Z&tCo Rj&m&ftmVtc'&s i-7*Wf/H-7^250ml 
fc#fc&i2\ JSB»4&&at&Lfco f-^/^^3i-x;V2 0 0mlT*2|Hl N 
7K 2 0 0 m 1 3 ® N * fc#tf £ -Zf^fr^ <?-;V^—*r;v 2 0 0mlt2 ®$fc# 

^-NMRCCDClg) 

25 8 1.50 (s, 9H) 3.56-3.62 (m, 4H) 3.73-3.80 (m, 4H) 3.87 (s, 3H) 8.16 (s, 
1H) 12.65 (br.s, 1H) 
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d) 4- [1- {2-zf^^;V) -6-^^-7-^y-6, 
P-lH-^f-;y/ [4, 5-d] b°y^y-2-^/V] b°^7i^-l-;fr 

^#H^T\ 15tT'4- (6-^^-7-^y-6, 
5 lH-f^y* [4, 5-d] K°V ¥i?y-2-4fr) tf^^-l-*^ 
^ t -zf'f-fV^K'rjVZ 8. 4g©N, N-^f;V*;WA7$ K5. 5 1 
W-»^A4 3. 9 g&J;tf2-:/^~/K/p^ K2 7. 8ml£M 

^>p^^: 0 zij&m&mux»2 2mrmwvt^ tki o 1 n^^s 

iT'ttttjL/c 0 ;frtiJf&7K5 it2K m^hy !>A<^iSfnzK^5 i-ejin^ 

10 m&u *m&&wt* t ?fl'3 i-e2mttttjbfc 0 ^1^^*, 

^T*f®*U ^*^-BM^* (3 : 2^fe3 : 7) HffEft 

^5 4. 3 g£r#/c 0 

^-NMRCCDCla) 

15 5 1.52 (s, 9H) 1.83 (t, J=2. 3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4 
H) 3. 85 (s, 3H) 5. 09 (q, J=2. 3Hz, 2H) 8. 13 (s, 1H) 

e) 3- (2-r/^c=-^) -5-^^-2- 1 -^/^) -3, 

[4, 5-d] fc°y #W-A-Hr^ 
4- [1- (2-^^/V) -6-^^-7-^-^y-6, 
20 1H-^?^/ [4, 5-d] t°y y^^-2-^/V] t^y^y-i-^ 
t-7'f;H^7;V5 4. 3g©^nn^y200ml»h!J7 
^l2 0 0ml^M, ^M-Cl^WLfCo ^JHtlfLfc^ 

m^/v5 oomi \mmu Rmm-i- v v 1 o%tr^i i &'>lt o 

JP&fco f^a^A- 1 1 *5£tf7»fb^ b y !7 A 5 NtK2M 5 0 0ml 

bfc 0 *&t>^, frMfcl- h^A2 NtK^ 5 0 0ml X»ffifr U MtK 
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mt&m 3 o . 5 g <DffiMi%mc 0 

^-NMR (CDC1 3 ) 

S 1.84 (t, J=2.3Hz, 3H) 3.05-3.09 (m, 4H) 3.38-3.44 (m, 4H) 3.85 (s, 3 
5 H) 5.06 (q, J=2. 3Hz, 2H) 8.13 (s, 3H) 

HjfeffiJ 1 1 9 - 2 . 3- (2--?^~>V) -5-^A—2- 

1-4;V) -3, 5-^KP^f^/[4, 5-d] M°V^i»-4-^y 

3- (2-^~/V) -5-^^-2- 1 — <;v) -3, 5 

10 -^tKn-f^/ [4, 5-d] t°y 8. 7mg^x^y 

—/v 1 m 1 K:j^US#T\ p— hfr^yx/vftyM 1 tK?p4Sj l oimg 

/^lml»«ftM, *»T2l^|W«H^Ufeo «fm««t»U 5 0°CT*1 
^K»ffiffi«IUifB^^ 15 3. 2 m g £r#fc 0 
X H-NMR (DMS0-d6) 

15 8 1.79 (t, /=2 Hz, 3H) 2.27 (s, 3H) 3.25-3.35 (m, 4H) 3. 50-3. 54 (m, 4 
H) 3. 70 (s, 3H) 5. 13 (d, 7=2 Hz, 2H) 7. 10 (d, / = 8 Hz, 2H) 7. 47 (d, J 
= 8 Hz, 2H) 8. 25 (s, 1H) 8. 79 (br. s, 2H) 

ant* ^(ommit^mi o 7. 9 5m g »>t7tbyj;»)s^m *bb 

20 Hjfeffj[1 2 0 2- ^-T^/fc^y v^-l-^) -3- (2-3^~ 
/V) -5-7*^-3. 5-i?fcKP^^y [4, 5-d] fc°y^i^-4- 

a) 3- t-7Y**s%>Vtf~A'T%S K'^V l-Ufrtflsm 9H- 

25 3 -^/^^v-t^y v>y- 1 9H-7/l/tVy-9-^;^ 
^vke.xtvv 5. OlgCt-^; — /!✓ 1 0 m 1 *&fi£K:e?>r y 7°n tvnf;v 
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#n ^7to «i & 5 i o o m i N 5 %mmjkmi- yvv i 

00ml, Tfc 1 0 Oml*Jj;t;ifttby ">A^ISfP7X^l 0 0ml Tft#cft 

?wh?77j-KXffiMU ^-fy-^mt^fr (4 : 1) ^tfcJ#lU!? N 

W&fc&%0 1 . 8 8 g &#fc 0 

^-NMR^DClj) 

5 1.45 (s, 9H) 1.45-1.72 (m, 3H) 1.82-1.87 (br. s, 1H) 3.09-3.30 (br. s, 
10 2H) 3.58 (br.s, 2H) 3.82-3.98 (br. s, 1H) 4.24 (t, J=7.2Hz, 1H) 4.27-4.48 
(br. s, 2H) 4.52-4.59 (br.s, 1H) 7.32 (dd, J=10. 3, 10. 0Hz, 2H) 7.39 (t, J 
-10.0Hz, 2H) 7.59 (d, J=10. 0Hz, 2H) 7.75 (d, J=10. 3Hz, 2H) 
b ) fc*^ V i?y- 3 -Jj\s$/W< gym t -^/Vrc^^/y 
3 - t -7 h*i/%sl>y$~frT^ S M'^Vi^y- 1 -A^ym 9H-7/V 
15 Jr\/y-§—4)V^*f-]iVzc.?, ; T)V\. 8 8g©x^;-/W2 5 0mlIi^x 

w^y25miepi, is mmMux-mwvtco mmmmLtc^ 

h^yi 5 0ml feWxyll 0%7K^1 OOml ^fl?Lfc 0 7RJ1& 

20 MBfc&mO. 7 9g£r#fc 0 
1 H-NMR(CDC1 3 ) 

8 1.45 (s, 9H) 1.41-1.53 (m, 2H) 1.65-1.72 (m, 1H) 1.79-1.86 (m, 1H) 2. 
48-2.56 (m, 1H) 2.64-2.70 (m, 1H) 2.78-2.86 (m, 1H) 3.06 (dd, J=12. 0,4.0 
Hz, 1H) 3. 48-3. 62 (br. s, 1H) 4. 71-4. 88 (br. s, 1H) 
25 c) 2- (3-T^y b'^y^y- \-4)V) -3- (2-zf?-~;V) -5- 

7*^-3, kp^t^/ T4, 5-d] b°y^y-4-ty t-y 
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2-^pn-5-^f/V-l-b!Jf/P-l, 5-i?tKP/f^/ [4, 5 

-a] try 4-^-^0. o 2 o g&j^t^y 9 Jy- 3 — ivi^/w^ 

ym. t-Zff-JV^XT^O. 0 4 0 g £?Mi? N »©#ffl«T. 15 0°C-t?l 

ffln8^?vl'&fcti#® J: 5 > [1- (6-^^-7 -t^y- 6, 
-lH-^f^V [4, 5-d] t°y #%>y-2-4)V) t a ^<})i?^-3-4 
>V\ f!?W^% >M t -'ff-jV^XTA'O . 0 1 6 g &#fc 0 £tl<£> 0 . 0 0 8 
Og&N, N-^^W^KO. 6ml(!:»j)|U W»*P?AO. 0 
10 03 8 g^J;t) ? 2-^f^P^K0. 0 0 3ml^M % tfit 18 ^ 

fc 0 H^PP^yO. 5ml \zmm^, hV7A>vffigtO. 5ml&lM 

(Ti? h~by/v-;*c5M£lMB (0. l%hV7A>*vffik£ti) fcjfvyfc.) 
15 fcTttJKU *t&ffc'£fe<> . 0 0 4 6 g £#fc 0 
'H-NMR (CDC1 3 ) 

5 1.74-1.80 (br.s, 1H) 1.82 (br. s, 3H) 1.96-2.19 (br.m, 3H) 3.43-3.79 
(br.m, 5H) 3.86 (s, 3H) 5.05 (br. d, J=16. 0Hz, 1H) 5.23 (br. d, J=16. OHz, 
1H) 8.15 (s, 1H) 

20 mifchl2 2. 2- [7- - 1 -^f;l^-6-t^y-8- 

1 ~4)\d -6, 7-^KP-lH-/yy-2-^/^ 

4- [7- (2 - ^-/V) -2- (2-#/W^^A-:7: t /3->') - 1 
^V-6-^-^y-6, 7-^bFia-lH-/r/-8-^^] 
25 l-#/WFV^ t -r^vl^^fv^S 3. Og^M)7;^nf^|16 0nil 
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5 0misr*Tu ^m^xi mm 5 o^mwvtc 0 &4*xmm*zw\s #s>*i 

'H-NMRCDMSO-dB) 

5 8 1.78 (t, J=2.4Hz, 3H) 2.82-2.86 (m, 4H) 3.18-3.22 (m, 4H) 3.36 (s, 3 
H) 4. 91 (q, 2. 4Hz, 2H) 6. 58 (td, J=8. 4, 1. 2 Hz, 1H) 6. 63 (dd, J=8. 0, 0. 8 
Hz, 1H) 7.14 (ddd, J=8.0, 7.2, 2.0Hz, 1H) 7.80 (dd, J=7. 6, 2.0Hz, 1H) 
MS mle (ESI) 422 (MH+) 

H»U12 6. 3- [7- {2-zf3~~;V) - 1 ^V- 6 -ir*y- 8 - 
10 (tf^^v'^-l-^/V) -6, 7 — i^b Kjg — 1 H — 37"y ^— 2 — A/^/Vy 

4- [7- (2-^^/P) -2-^nn- i-^^/V-6 -^-^y-6, 7 
-^t.Ka-lH-y!)y-8-^;v] fc 0 ^? v>^- 1 -Jj/vtfyM t-zff- 
;l/x^7/k 7 m g ^ 1 - ^ f /V- 2 - t°n U 0 . 15mll^ilU 3 
15 ;^/b7 P at c ty||2 0/i U ^D^Bmg^M, i!tt5W 

-7Km#!R)*B (0. l%h';7^||^f) &JiV^ e ) fctilt, 
20 fc-&%}4. 6 0mg|#t 
MS m/e (ESI) 391 (MH + -CF 3 C00H) 

Hjfeffil 12 9. 7 - ( 2 -y^n/lx) - l 8 - (tf^y i?^- 1 - 

-2 -ynbV^^y r^A—l. 7-i?tKP^yy-6-ty 

i -^-^zm^xmrnm 1 2 6i:m^«aL, ^is^^4. e im g & 
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ntc 0 

MS mle (ESI) 361 (Jflr-CF 3 C00H) 

Hjfcffj|14 2. 7- {2=?±~M -1-^^-8- (tV<?S?^-l- 
-2- (^7/^-2-^/^^77^) -1. 



- 2 -^-/^fflV^THJSM 1 2 6 £ HHfllKlflHffiU *WBfb-S4fe 3 . 8 6 m g 

US m/e (ESI) 402 (MIf-CF 3 C00H) 
10 3Sffifl!ll4 6. 7- (2-^~M -l-pt^-8- (V^yity-l- 
-2- [1- xf;^/V77^/V] -1. 7- 

H3&$l 1 2 6 Cl^T, a-^/V^^ntf^SfeOftfr!?^ 1- 
7^>--2-^/V) m^y^— /^fflV^THJS^Jl 2 6 fcliUML, flIIB 
15 ft&m 0 . 5 1 m g £#fc 0 
MS m/e (ESI) 429 (MH + -CF 3 C00H) 

HiBWl4 7. 7- (2-^^/V) -1-^^-2- (1-^/1^-lH 
2-^f/^/V77^) -8- (t°^y v^- -1, 

20 4- [7- (2-^^/V) -2-^on-l-/f/V-6-^y-6, 7 
-i?tFP-lH-7!Jy-8-^/v] V^Vls-l-jJiViSl/m. t-zff- 
/^f/V5mg^l-^f/l/-2-t°P!J K^O. 15ml^U 1 -p« 
f/>- 1 H-^ ^ ^/-/W 2 - f t-/V 1 Omg, &m%V VJ*8mg%Mx., 

25 TvHziTtttfi bfdo t«llr«KU b y 7>y**Wmo ■ 4 0mlCi 



5 H)7/UtP^li 
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±o) tTis u nmt&m 3 . 7 5 m g %mc 0 

MS m/e (ESI) 399 (MH + -CF 3 C00H) 

^&fe#!jl5 9. 7- (2-^^/1-) -1-^^-2- (4-^^vl^xy 
5 —?V-2-4j^)V7t~)V) -8—(\f^9^-l-^M -1, 7-i?h 

MMM 14 7 Id^T, 1 -J-f~)V- 1 f $ ;V- 2 /K£>ft 

fr&fc, 4-^^/^r^-/V-2-^-^^V>THffif!jl 4 7^|U^^^ 
S U «lB4"fr£ft 4 . 0 1 m g £#fc 0 
10 MS (ESI) 416(MH + -CF S C00H) 





— i — 
6, 7 




^/y;w — e.— a* 
lH-/!)y-2- 










a) 4- [7- -2- 




-1- (2- 




6-#*y-6, 7-i?tKP-lH- 









^^119 6 aT'#?>tlfc4- [7- (2-^^/V) -2-^Pa-l- (2 

/H t°^y v 5 ^- 1 - t - 7^/H^7/V 8 m g % h U 

20 !)A10mg % N, N-^f/^;l/A7^ K0 . 3m 1 

ufc 0 ovf^77^ (so v) t* 

1 H-NMR(CDC1 3 ) 

25 6 1.50 (s, 9H) 1.83 (s, 3H) 3.50 (s, 4H) 3.58-3.64 (m, 4H) 4.99 (s, 2H) 
5.74 (s, 2H) 7.02 (d, J=8Hz, 1H) 7.44 (t, J=8Hz, 1H) 7.55 (t, J=8Hz, 1 
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H) 7.74 (d, J=8Hz, 1H) 

b) 7- (2-:/^~;V) -1- (2->T;^yi?;V) -6-t^y-8- 
(t°^yi?y-l-y( ;v) -6, 7-^bKP-lH-/!)y-2-^^|> 

y 

5 4- [7- (2-:/^~/P) -2-->Ty- 1 - -6 
-^y-6, Kn-lH-7°!Jy-8 — f/l/] tXy^y-i-^ 

t --f^;V^v-;VQ. lm g> MJ^/^n^O. 2 m 1 om&Ql 

(0. i%mum mm%m^xMm%7&?u^h?7-7j~-x*mmu mm 
10 it&ms. omg^mco 

^-NMRCDMSO-dB) 

8 1.80 (s, 3H) 3.30 (s, 4H) 3.60-3.70 (m, 4H) 5.09 (s, 2H) 5.60 (s, 2H) 
7.27 (d, J=8Hz, 1H) 7.54 (t, J=8Hz, 1H) 7.68 (t, J=8Hz, 1H) 7.94 (d, J= 
8Hz, 1H) 9.36 (br.s, 2H) 
15 HMI2 3Q. 3- [7- (2-^^;V) -1- (2->7;^/^l/) - 
6-^y-8- -6, 7-^bKP-lH-^!Jy 

4- [7- (2-^-/1.) -2-^PP-l- (2-v'7;^>'^) -6 
~^y-6, Kn- lH-7°y >—8->fVP] ^7^-1-^/V 

20 tfygfc t -/f^7/V7mgll 2-t°o y K^O. 2ml(I 

*88?U 3 - 1 FnSfVlf y W- 2 -#/l^>^T ^ K8 m g N mk% V V & 
8mg^Dt 10 0t|:t2lW#Lft o SJt&«[|C 1 N-t£»«rjbll*. % ftft 

25 (0. 1 % b y 7;wtn^t) WV^fc.) fc-CHf«U ICjb^2. 9 
3 m g £#fc 0 
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MS m/e (ESI) 524 (MH + -CF 3 C00H) 

Hjfeffi.12 3 4. 2- [7- -1- (2-V7/^^) - 

e-^y-8- (tr^^y-i-^/v) -6, kp-ih-^d y 

-72 -4 ^<yyr ^ K MJ zzk^HlB& 

5 Idfcftl 2 3 0 Kl&V^T, 3-fc Kn^^t°y i^- 2 -#/l^>^T ^ KOft 

b 9 k v f- y ^/vr ^ K«rfflv>T^ji^j 2 3 o £ mm^tmu mmfc&m 3 . 

7 4 m g fc^Tt, 
MS./27/e (ESI) 523 (MHM^COOH) 

H»H2 3 5. 2- [7- (2-^^/V) -1- (4-^77^^) - 
!0 6-^^y-8- (t^yv^-l-^) -6, 7 -S?fc Kg - 1 B.-7°V ^ 

- 2 ->r;v^-^^] ^yyr § F MJ ytHr*W&M. 

a) 4- [7- (2-^^/V) -2-^PP-l - (4-i/7;^yv?/P) - 
6-^-^y-6, 7 - t Kp - l H-^ y y- 8 ->f ;u] tf^i^^-i-^ 

15 4- [7- (2-^~/V) -2-^PP-6-t^y-6, 

OOmg^N, N-^y^V^/U^T^ Kl . 2ml(^iU 4-^7-/^y 

20 mmzmmu ^y^WPvh^y^^Titm «»<b^*7 

1 m g £#fc„ 
frNMRCCDCIS) 

6 1.49 (s, 9H) 1.84 (t, J=2. 5Hz, 3H) 3.43-3.47 (m, 4H) 3.59-3.63 (m, 4 
H) 4. 94 (q, 2. 5Hz, 2H) 5. 53 (s, 2H) 7. 42 (d, J=8. 0 Hz, 2H) 7. 62 (d, J=8. 
25 0 Hz, 2H) 

b) 2- [7- - l- (4-y7/^y> ? ;i/) -6-^-^y- 
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8- -6, 7 - Fp - 1 y- 2 

fry] ^77^ K Ml yfl^ggEBfeift 
4- [7- -2-^nn-l- (4-^7y^y^V) -6 

5 aff^Bfc t-^f;^r;H 2mg^l-^f-;I/-2-fc°PlJ K^O. 3ml 
fctS#U f* U ?VV7 ^KlOmg, D^AlOmg ^Px, 1 0 0°Cfcl 

|ppvf^77^ (T^^H^-tM^SMB (0. l%MJ7;vto 
10 fflfl^W) S:fflV^fc 0 ) fcT»«U *IBfc£*6. 6 9mgfc#fc e 



MS /»/e (ESI) 523(MH + -CF 3 C00H) 






mmM2 3 8. 2- [7- (2 


-^-/V) -1 


- (3-^7/^y^) - 


6-^-^y-8- (tVy^y- 


-6, 


7-^t Kp-1H-7°!J V 








a) 4- [7- (2-^-/V) - 




- (3-^7/^^/V) - 


6-^y-6, 7-^tKn- 


1H-7°D V-8 










4- [7- (2-^^/V) - 


2—^ on — 6 — 


7-v^t Kb- 



20 OOmg^N, N-^fMM7^ Kl. '2mll^j|U 3-V7/^ 
^P^F9 7mg, »y7A6 8mg^Mf;:o iICT12^» 

7 1 m g £#fc 0 
25 ^-NMRCCDCIS) 

8 1.49 (s, 9H) 1.84 (t, J=2. 5Hz, 3H) 3.43-3.47 (m, 4H) 3.59-3.63 (m, 4 
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H) 4. 94 (q, 2. 5Hz, 2H) 5. 53 (s, 2H) 7. 42 (d, J=8. 0 Hz, 2H) 7. 62 (d, J=8. 
0 Hz, 2H) 

b) 2- [7- (2-y^;v) -l- - 6 -t^y- 

8- l-^/V) -6, 7-^bKP-lH-7'Dy-2-/f;^ 

4- [7- (2-^^VV-) -2-^no-l- ( 3 -i/TV^^/l") -6 
7-i?tFP-lH-7T/-8-^;V] fc^^V-l -;&/!✓ 
t-^f/^f/H2mglrl-^fyV-2-t 0 n!J K^O. 3ml 
\mmu tyW^FlOmg, ^y^lOmg^t 10 0°Cfc 

io x 5 ^p^*# ufco sjfc&fc i n-»^d^s g^m^^n-Tttttj bfc e mm 
m^r) %m^tc 0 ) fcxmmu mmit^-ms: 7 6m g £#fc 0 

MS m/e (ESI) 523 (MH + -CF 3 C00H) 

15 H;Sgffii2 4 2. 8- Q-T^y fc°^y v^-1 -4)V) -7- (2-^^ 





-1- - 




7-v ? t Kp lH-7°y 




2-#/J^~ hi) /V 






a) 


3 - t -Zf b 2c*s%?Vi$~jVT % 


j tN<y i 





20 t"^ y v 5 ^- 3 -#/U#Vgg xf/kxxf/1^2 4. 3g, h y ^fvKT ^ V 
2 6ml, Bm^^ 3 0 0ml TfC^T^ t* o ^r^i^vvl' ( 3 
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^©iS3 0g, ^7x-;uy^7^K2 4. 5ml, hV^^T^^l 
5. 9m L t-^y-/U2 5 0ml©jft^4feSrSjft-ei. 5J$TO#U $ 

^"Clfjjg A UifBflJ&fc 2 1. 4 g £#fc 0 
10 1 H-NMR(CDC1 S ) 

6 1.43 (s, 9H) 1. 48-1.92 (m, 4H) 3.20-3.80 (m, 5H) 4.58 (br. s, 1H) 5.13 
(s, 2H) 7. 26-7. 40 (m, 5H) 

15 *7VH0g^ 1 0 %/^7 v?!) 5 0 0 m g , / -;H 0 0 m 1 

^-NMRCCDCls) 

51.44 (s, 9H) 1.47-1.80 (m, 4H) 2.45-2.60 (m, 1H) 2.60-2.75 (m, 1H) 2.7 
20 5-2.90 (m, 1H) 3.05 (dd, J=3Hz, 12Hz, 1H) 3.57 (br. s, 1H) 4.83 (br. s, 1 
H) 

c) [1- [7- (2-7^~;M -2. 6 u u- 7 H-^V 8 -4 
7- {2--?*f-~;V) -2, 6, ^DP-7H-7 P y VI. 25g, 

25 t^y v?^-3— rw/^y^ t-^/v^x/n. o g ; rtf=b 

!J;H0ml©j|^£T'10»l hy^/KT^O. 63mllr 
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5 'H-NMRCCDCls) 

8 1.43 (s, 9H) 1.60-2.02 (m, 4H) 1.83 (t, J=2Hz, 3H) 3.32-3.41 (m, 1H) 
3.42-3.52 (m, 1H) 3.67-3.76 (m, 1H) 3.80-3.91 (m, 1H) 4.76-4.90 (m, 3H) 

d) [1- [7- (2-Zf?-~?V) -2-^PP-6-t^y-6, 

p- ih-^i; — r/v] #/w^y^ x 

10 

[1- [7- (2-7^~/l>) -2, 6-v ? ^Pt3-7H-7 P y ^-8--f 
/I^] t°-<y •^y-s-'f/H X/w^^yM 79g, S 

^ h y ? A 1 . 0 g , ^/V*/!^^ K 1 8ml (Dm&m* 1 2 Ot^ 
^^3^M^#Lfd 0 ftl^^U SJS^-7K1 8ml ^P^mt^T^ 

1 . 5 9 g £#fc 0 
'H-NMRCDMSO-de) 

5 1.39 (s, 9H) 1.34-1.88 (m, 4H) 1.78 (s, 3H) 2.81 (t, J=llHz, 1H) 2.95 
(t, J=llHz, 1H) 3.48-3.60 (m, 2H) 3.64 (d, J=6Hz, 1H) 4.90 (s, 2H) 6.94 
20 (d, J=8Hz, 1H) 

e) [1- [7- (2-7^~;U) -2-^PP-l- (2->7;^y^) 
-6-^y-6, 7-^b Kp- lH-T'y >-8 — ( )V\ \f^<]} *?y-3- 

[1- [7- l2-77~M -2-^nn-6-^y-6, 
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K7 0mg N N, N-^f;V^7^ Klml <Dm&W%^UX 5mmMW 
5 ^-NMRfcDC^) 

8 1.44 (s, 9H) 1.59-1.81 (m, 2H) 1.83 (t, J=2Hz, 3H) 1.86-1.94 (m, 2H) 
3.20-3.50 (m, 3H) 3.66 (d, J=7Hz, 1H) 3.86 (br. s, 1H) 4.88-5.06 (m, 3H) 
5.72 (s, 2H) 7.06 (d, J=8Hz, 1H) 7.38 (t, J=8Hz, 1H) 7.51 (t, J=8Hz, 1H) 
7.70 (d, J=8Hz, 1H) 

io f) [l- [7- (2--?^~/v) -2-i/ry- l- (2->77^y^) 

-6-^-^y-6, 7-^fcKP-lH-^r/-8-^;l/] K'^V 3- 

[1- C7- (2-zf^~M - - 

6-^y-6, 7-^tKP-lH-yyy-8-^;l^] t°^y i^^-3->r 
15 )V\ #/W* % t - ^JV^XTfr 1 5 m g N *sT hV V A 2 0 m g % 

N, N-^W/W^KO. 2ml<Djl^^iaT'3^»L7>io S 

*IM U Umit^ io. 3 m g <Sr#fc e 
20 'H-NMlUCDCla) 

8 1.44 (s, 9H) 1.52-1.98 (m, 4H) 1.81(t, J=2Hz 3H) 3.24 (dd, J=7Hz, 12H 
z, 1H) 3.30-3.40 (m, 1H) 3.46-3.56 (m, 1H), 3.72 (d, J=12Hz, 1H) 3.86 (b 
r.s, 1H) 4.86-5.10 (m, 3H) 5.73 (s, 2H) 7.00 (d, J=8Hz, 1H) 7.42 (t, J=8 
Hz, 1H) 7.54 (dt, J=2Hz, 8Hz, 1H) 7.73 (dd, J=2Hz, 8Hz, 1H) 
25 g) 8- (3-T^/ K°^VVy-l-4/l>) -7- {2--fJ-=-M - 1 - 
(2-^TV^^v^) -6-^y-6, 7-i?bKnlH-yyy-2-^? 
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6-^y-6, 7-^tKo-iH-^!)y-8-^;v] t°^yi>^-3 — r 

t -y^;V^"r;V 10. 3mg, by y Mxi %m 0 . 2 

5 m i <Dm&m* 2 oftmnvtco ^m^mu mm* 20-80%^^;- 
;v/tk (0. i%mmm) mm^m^x'mm^9J>>^^h^yy^-mmu 

W&it&tfo 8 . 0mg£#fc o 
^-NMR (DMS0-d6) 

5 1.60-1.74 (m, 2H) 1.79 (t, J=2Hz, 3H) 1. 88-2.03 (m, 2H) 3.14-3.28 (m, 
10 2H) 3. 42 (br. s, 1H) 3. 52-3. 82 (m, 2H) 4. 98-5. 12 (m, 2H) 5. 58 (s, 2H) 7. 
26 (d, J=8Hz, 1H) 7. 53 (t, J=8Hz, 1H) 7. 66 (t, J=8Hz, 1H) 7. 93 (d, J=8Hz, 

1H) 8.16 (br.s, 3H) 
H;feff!)2 4 3. 2- [8- \£<<Wy- 1-4 M -7- (2- 

7±^M -2-* b*^-6-#*y-6. 7-^fcKpyDy-l-W 



15 ^y^Mj ; v mm. 

Cl- [7- (2-^-/1-) -2-^PP-l- (2-i/7/^y^) - 
6-^-^y-6, 7-v^fc Kn- lH-T'U ^-8— f/V] Y 
?V\ %;W$ t -^Ao^tvI' 1 5 m g N U^20mg s 

^y-^o. 2mi (Dm-&vo&3$?mmwvtc 0 &,r. mmm24 2 i, g ) 

20 i^^^LfCo 
^-NMR (DMS0-d6) 

8 1.58-1.72 (m, 2H) 1.84-1.94 (m, 1H) 1.96-2.04 (ra, 1H) 3.08-3.20 (m, 2 

H) 3.36-3.70 (m, 3H) 3.90 (s, 3H) 4.90-5.02 (m, 2H) 5.32 (s, 2H) 7.20 (d, 

J=8Hz, 1H) 7.47 (t, J=8Hz, 1H) 7.63 (t, J=8Hz, 1H) 7.87 (d, J=8Hz, 1H) 
25 8.12 (br.s, 3H) 
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-ff-^A,) - 1 -^^/V-6-^y-6, 7-^fcKP-lH-yyy-2- 
a) [1- [7- -2-^PP-l-^f;V-6-^y-6. 

5 t -/f/Px^f;!/ 

Cl- [7- (2-:/^-/W) -2-^nn-6-^-dry-6, 7-^fcKu 

- 1 H-7°y 8 M'^v^y- 3 -^r/v] #/w^ ym t -?*f>v 

^K^JV 7 0 0 m g ?vW*/Wfr3-> K 7 . Oml fc$g$?U 3 !7fl^ fvV 
1 1 4 /z 1 , y?A299mg &;to;Lfc 0 ^i&fcT 3 0 KJffcifc 

10 ^4 0ml^7K^Px.fc 0 S?lT'3 0^im 6fe»^5SlJ, 

'H-NMRCCDCIS) 

5 1.44 (s, 9H) 1.72-1.94 (m, 4H) 1.81 (t, J=2.4Hz, 3H) 3. 16-3. 92 (m, 5 
H) 3. 72 (s, 3H) 4. 91 (dd, J= 17. 6, 2. 4Hz, 1H) 5. 01 (d, J=17. 6Hz, 1H) 
15 b) 2- [8- (3-T5/fc 0 ^y v?^-l->f/V) -7- (2-:/^-^) - 
1 -tffV- 6, 7-S?fc KP-lH-7 , !)y-2-^;^->] 

[1- C7- (2-^^/V) -2-^PP-l-^f;V-6-t^y-6, 

7-v^t kp- iH-yy ^-8-^r/i^] t^y^- 3-^/1/] 

20 t -^f /1/X77^ 1 0 m g 1 - ^ f^- 2 - k c P U 0 . 3mll^| 
U M^TS KlOmg, mWOJVV&l Omg^M, 1 0 0°C^T2^ 

^ b^77^- (Ti? h~ b yA—7K5»fj*@ (0. l°/ohy7/VtP^t 
25 ^f) ^^7£ e ) {^Tff^U ^|B^^5. 5 4mg£#fc 0 
MS is/e (ESI) 436(MH + -CF 3 C00H) 
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mmm 258. 3 - 




-5 


— 


(2-yat°^/v) - 


3, 5-^fcKo^^^/[4, 5- 


d] 


4 










a) 4- [1- (2 


-7-^y-6. 7- 


v>fc Kn-IH- 




KM [4, 5-d] 


t°y^V-2-^/V] M'^yW- 


1 


t 



^mx*3- (2-:/^-/^) -2- (If^y^y- 1-^VV) -3, 5-S?fc 
Kp^*£V[4, 5-d] fy^y-4-^-y MJ^/^n^igO. 4 

4 8g©N, N - v 5 ^ $ K 2 0 m 1 t f U ;V7 ^ y 0 . 2 
10 9 9 g N 4-^^VT^/fc°y i?lsO. 0 2 3 g v Wr»^-t-^f 

^0. 64 5 glrM, 5B#^»#Lfc^ tK^^ h P 5 NtK^2 m 

l^Px.> $^^l>^#Lfcio M^^f/W2 0 0ml fei^T 

$ ^(om^wm. ioomi mt\ ^mm%*. i o o m i -e 2 hk ^ 

15 m.i±mmvtc 0 mmzi'V h??? j~-\z.xmmu mm*- 
^;mm#m z v , nmt^ o . 2 9 8 g %ntc 0 

'H-NMRCCDClj) 

5 1.50 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 3.41 (m, 4H) 3.63 (m, 4H) 5.06 (q, 
J=2.3Hz, 2H) 8. 17 (s, 1H) 9.92 (br. s, 1H) 

20 b) 3- {2 -2- (^7^-1-f/V) -5- (2-7"P 
\?^,V) -3, [4, 5-d] b°!)^y-4-ty h 

4- [1- {2-zf^/V) -7-**y-6, 7-i?fcKP-lH-^^y 
)/ [4, 5-d] t°y ^^-2 — i)V\ tV7^-i-^,/^y| t 
25 ^vl^n^TVVO. 0 10g©N, N-i?*^/V7fr/V&T^ KO.. 5m 1 

m#y?A0. 0 0 5 gfeW3-^^-l-^ntVO. 00 3ml^Pxi, 
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mux* i o mmmwhtco ^mKmm^^ i m i N * i m i ^M^mu 
77>f- (T±h~hv^-*%k®W)ft (o. i%hv 7^*vmm$%) %m 

5 V\fc e ) fcTttSIU ^ClEfl^O. Oil g£#fc 0 
MS m/e (ESI) 311. 29 (MH + -CF 3 C00H) 

^jj^j|2 6 6. 3- (2-zf^~/V) -5- [2- (3 - * h^is? ^-fr) 

-2- (fcfW^S?^- 1 -3, 
ffV [4, 5-d] b°y ^^-4-^-^ h!J7;^P^ii 
10 4- [1- -7-**y-6, 

y [4, 5-d 3 tfU^v^- 2-4 As] t°^7^y-l-^/^>^ t-^ 

2 5 8 b^ii«u wm^m^mtz. 0 

US m/e (ESI) 421.33(MH + -CF 3 C00H) 
15 Hjfeff([2 6 7. 2- [3- (2-^^/V) -4-^y-2- (bf^S^ 
-3, 4-v^Fp^^V [4, 5-d] fc°y^y-5-^v 

4- [1- (2-y^;v) _7_^^y_ 6> 7->^t Kd-1H-^^ 

y [4, 5-d] t°y ^^-2-^r;n tr^^-i -#/v#>m t 

20 ^/V-^X7 i /V*5j;-0 ? 2-yn^-^^/V'^<^y^ h y As%m^XWfe&\ 2 5 8 b t 
1 H-NMR(CD 3 0D) 

8 1.81 (t, J=2. 5Hz, 3H) 3.45-3.49 (m, 4H) 3.66-3.70 (m, 4H) 5.15 (q, J= 
2.5Hz, 2H) 5.62 (s, 2H) 7.34 (dd, J=7. 6, 1. 5Hz, 1H) 7.45 (td, J=7. 6, 1. 5Hz, 
25 1H) 7.59 (td, J=7.6,1.7Hz, 1H) 7.75 (dd, J=7. 6, 1.7Hz, 1H) 8.25 (s, 1H) 
MS m/e (ESI) 388. 32 (JflT-CF 3 C00H) 
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111197, 2- [3- (2-7^~AQ -4-^y- 2- (f^vV 

-i-J;v) -3, 4-^Fp^^/[4, 5-d] VVfity-s-J/v 
4- [1- (2-^^/V) -7-^y-6, 

5 y [4, 5-d] try ?i?>-2-. Y/v] t 

^/W^^7 i /V^j;t^2-^13^-^^/W- 3-^/V^n^^y^ MJ^&fflWC^ 

«!J2 5 8 b ^ftCftflU «JBfc£*J«:#fc. 
MSa/e (ESI) 406.25(MH + -CF 3 C00H) 

Hjfe^i|3 0 8. . 3 — 'O'^/U- 2 - (tf^yv^y- 1 -3, 5— S?b: 

io Kg^yy~[4, 5-d] b a y^^-4-^-^ LJLZzaHll^ 

a) 4- (l-^^i^-6-^^/V^'>^/V-7-;fr=fry-6, 7- 
^FP-lH-^f^-/ [4, 5-d] \?V?&>-2-sCM yf^y^y- 

4- ( 6 -^y f 7 - V - 6 , 7 -S?fc - 1 H-4 
15 ^/ [4, 5-d] ifV^^Jy- 2--T/W tVyi/y- 1 t 

- -f^/vx. * £ u?^ ^ V'jvzf wsf K&HJfe#|l l 6 d^iMU 
^-NMRCCDClj) 

5 1. 48 (s, 9H) 3. 13-3. 18 (m, 4H) 3. 50-3. 54 (m, 4H) 4. 72 (s, 2H) 5. 61 (s, 
20 2H) 5.65 (s, 2H) 7. 20-7. 35 (m, 10H) 8.22 (s, 1H) 

b) 3 -^y^/V-2- {M°^7*J>-l-s(>V) -3, 5-i?tKP^f^ 

y* [4, 5-d] MJ^a-qgfl&ffi 

Ktr-IH— r^^y* [4, 5-d] t°y^^-2— T/V) t^y^-l- 
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^-NMRCCDgOD) 

6 3.31-3.37 (m, 4H) 3.40-3.46 (m, 4H) 5.68 (s, 2H) 7. 22-7. 36 (m, 5H) 8. 
25 (s, 1H) 

MS m/e (ESI) 311. 24 (MH + -CF 3 C00H) 
5 Hjfe^!l3 0 9. 5-^^/V-2- (fcV^S^- 1 ~A M - 

3. Fp^T [4, 5-d] tf y ^S^- 4 hP7/^tP 

a) 4- (l-^^^-7-^^y-6, 7-^fcFP-lH-^f^y 

10 

3- ^y^/V-2- (t^7S^-l — f/V) -3, 5-i?fc Ktf^^/ 
[4, 5-d] t°y^>'-4-^->' MJ7;Vto^S^1^2 5 8 a) 

'H-NMIUCDC^) 

15 6 1.47 (s, 9H) 3.12-3.16 (m, 4H) 3.47-3.52 (m, 4H) 5. 58 (s, 2H) 7.20-7.. 
34 (m, 5H) 8.20 (s, 1H) 10.04 (br. s, 1H) 

b) 3-^<y^/v-5-^^;v- 2- (M^y^-i-st ;v) -3, 5-i? 
tKo>f^/ [4, 5-d] fc" 1)^^-4 hV7^^m^M 

4- (1 — <^^/V-7-^y-6, 7-^tKn-lH-^f^Y [4, 
20 5-d] fc°y 2-^f/V-) tf^yv^- 1 t -^^Vl^* 

tvv^ a p^^/^m^xmmm2 5 8 b^ti«u ^iB^^^fc 

'H-NMRCCDjOD) 

6 3. 29-3. 35 (m, 4H) 3. 36-3. 41 (m, 4H) 3. 83 (s, 3H) 5. 68 (s, 2H) 7. 21-7. 
34 (m, 5H) 8.20 (s, 1H) 
25 MS m/e (ESI) 325. 01 (MH + -CF 3 C00H) 

mmm 3 1 1 . 3 5 - (2-7^ ^a^±a^ - 2 - i^<yji 
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-3, 5-S?fc Kn^r^^V [4, 5-d] t°V ?i?y-4~* 
4- [1— <^i?fr-7-tty-6, Kp-IH-^^Y [4, 

5-d] t°y^v ? >'-2— r/v] t^^^^-i-^/^vm 

5 7VV:fc£t; -0-^>-^ffiV^T^JSM2 5 8 b tlDtlfcMS 

1 H-NMR(CDC1 3 ) 

6 3.11 (t, J=8.1Hz,2H) 3. 24-3.29 (m, 4H) 3.37-3.42 (m, 4H) 4.46 (t, J= 
8.1Hz,2H) 5.58 (s, 2H) 7.09-7.34 (m, 10H) 8.20 (s, 1H) 
10 MS m/e (ESI) 415. 54(MH + -CF 3 C00H) 

H;6feffil3 3 2. 1- (2-*73-~M -Jr*y-2- 

-6, 7-^bFP^^/ [4, 5-d] Wtfyis-A 

a) 4- [1- (2-^^/P) -4- (->7y-t:KP^^) -5- 
15 ^ b ■*i/%/vi$~;v- 1 H-^f 5 ?-S~;V- 2 --OKI t 0 ^7 1 -jjfrtf 

4- [1- (2-^^/V) -5-^ R^#^-4-*^$^-lH 
— f 5 #9—;V- 2 -4)V\ t^7i?y- l -^/v#^S| t -^/toi*^ 
(DT± b~ h U/H BmliStmyfttMl !>AO. 2 0 0 g^i^O. 
20 0 1 0ml ^P^., MT? 1 6 B»»# L/c G gjflfcx^yl, lOOml^l zfc 

5 0mlT?2HIi:^^hy !>A^t&fP7K^5 Omltifti^U ftttJI* 

^V^^-fcTHfiKU Mfe^^-^*^ (2:3) ^ffl#M<J: «9 , =g 
l&ffrfrfcO. 2 7 4 g£r#fc 0 
25 1 H-NMR(CDC1 3 ) 

6 1.49 (s, 9H) 1.83 (t, J=2.5Hz, 3H) 3.19-3.23 (m, 4H) 3.56-3.60 (m, 4 
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H) 3.95 (s, 3H) 4.68 (d, J=9.0Hz, 1H) 4. 82 (q, J=2. 5Hz, 2H) 5.72 (d, J=9. 
0Hz, 1H) 

b) 4- [1- {2--f^;V) -4- {jju/^jjV-M EHiLkLZLf^k) 

5 <CT 4 - [ 1 - (2 -•? s f-~;V) - 4 - (i/T ;-tKP ^So* ^vv-) - 5 

1 H--f ^ 2 1 

2 74 g(D^/-/V8ml^to«fc7klf 
3 0%zK^3. 2m l*5^t^2 8%T^^TtK 3. 2ml^P^15^3t 
10 #Lfc 0 M«7K*^ b P ^AOl^fPTfC^l 0 0ml g^cc^/Vl 0 

0miT*2nittffibfc o mm^^^y^^nmu m&mm 

m^>v (i : 9) mmfrmz*), ^ib^^io. o 3 9 g&#fc 0 

'H-NMRCCDCls) 

15 8 1.48 (s, 9H) 1.83 (t, J=2.5Hz, 3H) 3.13-3.25 (m, 4H) 3.54-3.57 (m, 4 
H) 3.91 (s, 3H) 4.33-4.37 (br. s, 1H) 4.77 (q, J=2. 5Hz, 2H) 5.54 (s, 1H) 
5. 63 (s, 1H) 6. 82 (s, 1H) 

c) 4- [4-T^/^iM;^-l- 

tfzzsi,- 1 h-^t § ^£nzkn 2 -^/Kl v^jw- 1 -fl^aE^BS t -rf 

20 f/l^x ;a,7vV 

O^CTM- [1- (2 -zf<?-/» -4- (*/W^/V-tKo^^f 

hV ^^T^^O. 0 5 lmlfcitfHM^JSfcfys^O. 0 5 8 g©^ 
25 Klml ^KSrJn^ 1 5 R#P^?&T«$ Lfc Q Hi- b y 

/KT^O. 1 0 2ml*50:t>*Hm^Mt: o U^^O. 116g0^fW 
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**v' Kimi mmzMx., 8 mm^m-x-mw^tc^ mm^^s o m i *n 
^ jmm&mmi%xmL2 o m u $m*m-r v v vj*<om&iMm2 o m 

5 g^cn^-^f-y (2:1) !K *fBfl2-a*0. 0 2 1 g &#fc 0 

! H-NMR (CDC1 3 ) 

8 1.48 (s, 9H) 1.82 (t, J=2.5Hz, 3H) 3.19-3.23 (m, 4H) 3.56-3.59 (m, 4 
H) 3.84 (s, 3H) 4.84 (q, J=2. 5Hz, 2H) 5.62 (br. s, 1H) 7. 02 (br. s, 1H) 

d) 4- [1- (2-^—/^) -4-%/W<*s(/l'-6-*^/l>-7 -3r* 
10 y-6, 7-v>fcKP-lH-^fcFP^^-/ [4, 5-d] M'V^^y-2 

4- [4-T^/^f-y/V- 1- {2-zf^~?V) 
)V- 1 H — T ^ ^V— /V— 2 — f /kl t°-<7 v?V- 1 -^;^>f t -^/V 

^x-r/^^»!ii 1 5htmm\mmL^ mmit^m^m^ 

15 'H-NMRCCDClj) 

6 1.50 (s, 9H) 1.84 (t, J=2. 3Hz, 3H) 3.46-3.50 (m, 4H) 3.63-3.66 (m, 4 
H) 3.99 (s, 3H) 5.12 (q, J=2. 3Hz, 2H) 6.16 (s, 1H) 8.85 (s, 1H) 

e) 1- - 6 7 -:fr:fry - 2- (t^y^y-l 

-6, [4, 5-d] ¥ V 4 -fl/l^r 

20 K hV 7;vjrxiffim& 

4- [1 - - 4 -%)V/^4>V- 6-^^-7 -**y- 

6, 7-^tKn-lH-^tKP^^^ [4, 5-d] t°y^v ? y-2—f 
/v] t^yi^y- l -io;v^m t 1 1 5 i 

25 MS (ESI) 330.18(MH f -CF 3 C00H) 

Hil^j3 3 8. 3- (2-^^/V) -2- (tf^yv^- 1-^) -3, 
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, 5-i?fc FP^r^y-/ [4, 5-c] n c V^y-4-^y M)7;PtP|^fJ| 

2-^P*-lH->f^/-;V-4 ) [CAS No 

5 50847-09-1] 90. 6g©N, N-^f;^;VA7 5 K5 2 0m 
l^^m^y !)A69. 8 gWl -^n^- 2-^7 4m 1 ©N, 
N-^^fWA7^ K5 OmlMnt 5 0°CT*8 ^TO^bfc c 91?$ 
ai^/H 1 t7R500ml^ ^il^7K5 00ml-e2|lIi^^by 

A<DiafP7K^5 oomi x-m^^vmm^^>^ ^x^mvu.Bmmvtc 0 

(1:4) ^m^®<t«9^1S^^4 8. 0 g £#fc e 
'H-NMRCCDCls) 

6 1.87 (t, J=2. 3Hz, 3H) 4.85 (q, J=2. 3Hz, 2H) 

b) 2-^P^-l- (2-:/^~/V) - 5 -->7V - 1 H--Y 5 
15 4 - # /l^ >M cc^/U-j- ^x/k 

= by/H8. 0 g ©x^ / -/V 5 0 0 m 1 2 5ml ^j)Di, 11 

^5O0ml i:7R5 0 0ml}^U *.mt% V V AT?p H 8 £|«Lfc: 0 * 
20 jf^m^^5 0 0ml T^ttJU OTSU £^:bi2\ M^^^ATffr&l 

^c^vV-^f-;/ (1:3) ^tb^®J:?)^IB^^2 1. 7g&#fc 0 
1 H-NMR(CDC1 3 ) 

6 1.43 (t, J=7.0Hz, 3H) 1.87 (t, J=2. 3Hz, 3H) 4.46 (q, J=7. 0Hz, 2H) 4. 
25 85 (q, J=2.3Hz, 2H) 

c) 4- [1- (2-??-~M -5-v-T/-4-^h^v-^7/^^-l 
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^/v^x<r/v2 l . 7 g %MMm 1 1 5 b t HESfc&ffiU illB 
5 ft^2 5. l g£#fc e 
1 H-NMR(CDC1 3 ) 

8 .1.43 (t, J=7.0Hz, 3H) 1.49 (s, 9H) 1.87 (t, J=2. 3Hz, 3H) 3.22-3.26 
(m, 4H) 3.56-3.61 (m, 4H) 4.44 (q, J=7. 0Hz, 2H) 4.68 (q, J=2. 3Hz, 2H) 

d) 4- [1- (2-7^~;\s) -4-^^-5-i/7/-lH-^^ 

4- [1- (2-:/^~/V) -5-i/T/-4-^ y3c*y% 1H- 
^ 2 -^/V] t°^7 1 -7J/W£>^ t -T'f/Vx^f^ 2 

5. 1 gtf)J^/— /V-5 0 0 m 1 5 N7f*ft^- b !7A$«1 6m 1 

X., 2B#^^T'»#Lfe:^ ^^J±^U^ 0 1 *5<t 

<Dmm&mm2 oomi ^m&vmm^?*i'tJ*x*ffcmvmj±mmvmmk& 

%2 3. 2 g£#fc 0 
^-NMRCCDClg) 

6 1.49 (s, 9H) 1.87 (t, J=2.3Hz, 3H) 3.22-3.26 (m, 4H) 3.56-3.61 (m, 4 
20 H) 4,68 (q, J=2. 3Hz, 2H) 

e) 4- [1- (2--ff-^/y) -5->7;-4-bKP^f/WlH 

-10tt*4- [1- (2-r/^/lO -4-^^'-5-^7/-lH 
— T ^ ?^—;v- 2 -4>y\ fcX?^- 1 -tja-#V^ t -^/^^t/v- 
25 2 2. 9 g©f h7t KP77y6 0 0ml|CMJxf;l.7$y6. 9g&£tf 
^na^-f y^/H 0. 19g©7>7tKn77^10 OmlMlrlT 
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mi-hV$J*9. 4 5 g^TRl 0 Oml^^Tbfdo 1 B#F^ N ^^;V 
5 0 Om 1 *5j;t^7R5 0 Om 1 1 N^-^p H 5 ^-SilLfct, ^ 

5 h y ?A<£>l&?P7k^5 0 0ml -e)II^^L«^^^!>^T^^L 

^•JV-^^y (4 : 1) ^tt}^®i«9^|B<b^l 9. 1 g &#fc e 
'H-NMRCCDC^) 

5 1.48 (s, 9H) 1.84 (t, J=2. 3Hz, 3H) 2.26 (t, J=6. 3Hz, 1H) 3.13-3.17 
10 (m, 4H) 3.53-3.57 (m, 4H) 4.58 (q, J=2. 3Hz, 2H) 4.64 (d, J=6..3Hz, 2H) 

f) 4- [1- -5-i/7/-4-»/^;l/-lH-.^^ 

4- [1- (2-^-/V) -5-i/T/-4-t Kn^^^-lH--f 
15 3 5 g©^Da^y5mlit«ft-7y^3. 2 8g^M, M 

(2:3) ®&frm J: 9 ^I3{b^ 1 . 1 1 g £#fc e 
'H-NMRCCDCls) 

20 6 1.50 (s, 9H) 1.88 (t, J=2. 3Hz, 3H) 3.24-3.28 (m, 4H) 3.59-3.63 (m, 4 
H) 4.70 (q, J=2.3Hz, 2H) 9.87 (s, 1H) 

g) 4- [1- -5-->T/-4- 

>V\£—fl<) -lH-^-;^/-;V-2-^/V] 1 -#7Wft>^ t 

25 5°CT^^»#IS^Ts ^^/V^^^/^^^O. 24 3 g©7h7t 
Kn77y5mlWC7Kifttfy^AO. 0 3 8 g^Px.fc o 4-[l- 
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(2--?<3-~;V) - 5 -^77-4-*/^^- 1 H — f 5; ^V— 2 
KP7^y5mUM, 30#^#Lfc o ifxf;V5 Oml^i^O. IN 

TK^-f h y * a 2 5 m i ^mm%mM'?y*i'V ^x^mhm&mm 

(3 : 7) ^m^-li.t^^lE^^O. 3 8 0 g£#fc o 
^-NMRCCDClj) 

5 1.33 (t, J=7.4Hz, 3H) 1. 50 (s, 9H) 1.86 (t, J=2. 3Hz, 3H) 3.19-3.23 
(m, 4H) 3.55-3.59 (m, 4H) 4.25 (q, J=7.4Hz, 2H) 4.59 (q, J=2. 3Hz, 2H) 6. 

10 70 (d, J=15.8Hz, 1H) 7.50 (d, J=15. 8Hz, 1H) 

M 4- [1- (2 -^^/M - 5 - 7 - 4 - (2-%/l>s$3ciy\?^ 

)V) - 1 H-^ ^ 5ty—;V- 2 -4}V\ y?s<yVv-\-lJ)Vi$.l/m. t 

4- [1- - 5-V7V-4- (2-^b^^/Vfc/Hf 

15 -lH-^>y^-2-^/V] h'^yity- 1 t 

^/V^^^/v^J|^j3 3 8 d i |^a^^iSL^|B^tl^#^o 
^-NMR (CDC1 3 ) 

6 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.19-3.23 (m, 4H) 3.55-3.59 (m, 4 
H) 4.59 (q, J=2.3Hz, 2H) 6.70 (d, J=15.8Hz, 1H) 7.50 (d, J=15. 8Hz, 1H) 

20 JJ 4- [1- (2--?^~;V) -5->7;-4- {2-TVY%;Vy$~;V 

tf^/y) -lH-^$^/-;W2-^;l-] 1 -;fr,M*>^ t- 

Mm<D^.mnr, 4- [1- (2-^^) -5-^77-4- (2-%^ 

7$*is\?^/]s) -lH-^^j/-;l/-2--f/y] fc^y^V- 1 -%/Vtfy%fc 
25 t-^f^f^O. 2 0 Og, MJ^fvKT^O. 0 7 3m l^tfi? 
7xx;^^yi7i;K0. 1 08ml©t-^y^2mlM?r4^ 
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5 0°C^mVtc o 0ml 7K2 0m 1 X»$cfrLtc 0 ^Jl 

yj-Kxmmu mm^^ — (2 : 3) &m&m&?>wm\&too. 

1 7 8 g &#fc 0 
5 'H-NMRCCDClg) 

5 1.48 (s, 9H) 1.86 (t, J=2. 2Hz, 3H) 3.19-3.23 (m, 4H) 3.55-3.59 (m, 4 
H) 4.59 (q, J=2.2Hz, 2H) 6.67 (d, J=15.4Hz, 1H) 7.56 (d, J=15.4Hz, 1H) 
j) 4- [4- (2-t--?\>*l'%;vi$~;VT^;\?~;v) -1- (2-7* 
-5-i/T/-lH-4 $# , y~/V-2-4fr] 
10 tfyM t -Zf^^^^y-?V 

^Htf^ffl^CTs 4- [1- -5-VT7-4- (2-Ti? 

K^7;^^/Hf - 1 H f $ 2 -^T/K] 1 

. tf^Bfc t -^Ao:*7vK). 178g©t-^;-;H0ml»15 

15 -ttftit, iixf ^-^f y (9:ii) ^m^mx^omm^mo. 

1 6 9 g £#fc 0 
l H-NMR(CDCl 3 ) 

8 1.48 (s, 9H) 1.84 (t, J=2. 2Hz, 3H) 3.16-3.19 (m, 4H) 3.54-3.58 (m, 4 

H) 4.51 (q, J=2.2Hz, 2H) 5.83 (d, J=15. OHz, 1H) 6.43-6.53 (m, 1H) 7.55-7. 
20 66 (m, 1H) 

k) 4- [4- (2- t--7*h*i/JJ/Vtf-/VT$; -1- (2-^ 

J'-M - 5 -i?/W^^;l/- 1 H-^f y'/-;k- 2 -^f/W] t^yv^-l 

4- [4- (2- t-^h^^;V^^T5/lf^v) - l- ( 2 -:/^~ 
25 /W) - 5 - ^7 / - 1 H-f ? ^y-;k- 2 -/f ;U] S^- 1 

m t ~^/^^7^mmm 3 3 2 b t mm\mmhWMfc&m&mc 0 



WO 2004/028524 



PCT/JP2003/012075 



- 172- 

1 H-NMR(CDC1 3 ) 

5 1.48 (s, 9H) 1.84 (t, J=2.2Hz, 3H) 3.21-3.25 (m, 4H) 3.54-3.58 (m, 4 
H) 4.68 (q, J=2.2Hz, 2H) 5.90 (br. s, 1H) 6.36 (br. d, J=14. 8Hz, 1H) 6.92 
(br. d, J= 8. 4Hz, 1H) 7. 45 (br. s, 1H) 7. 52 (m, 1H) 
5 1) 3- -2- (bV7^-l-^/^) -3, 

uj^^y [4, 5-c] \?Vi?l/-4-$-ls hV7A'jr*WftkM 

4- [4- (2- ■t-~7h**S#A'tf^A'T§; \?~>V) -1- 
;V) - 5 ?Vs^y( ;V- 1 5 ?9—?V- 2 ->f /V] fc 0 ^^- 1 

/l>tflsWt t -:/^vV^*7VV0. 0 0 7 5 g©x?y-/V0. 3ml^iC5 
10 NgOt 0 . lmim 15 H»|Mjr?«# Lfc e ■ MtSrlAEEMr UMSrii! 
*B^ffi MHfc* n-7f^7 7^f- (Tir b^hP/v-TMM^W (0. l%hy 

^H-NMRCCDaOD) 

8 1.81 (t, J=2.4Hz, 3H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 5.15 (q, J= 
15 2.4Hz, 2H) 6.60 (d, J=7. 1Hz, 1H) 7.18 (d, J=7. 1Hz, 1H) 
MS m/e (ESI) 272. 32 (MH + -CF 3 C00H) 

%Mm 3 3 9. 3 - ( 2 -7*?~>V) - 5 - ( 2 - 7 - 2 - 

(t a ^7^^-i-^/v) -3, [4, 5-c] trys?^ 

20 a) 4- [3- -4-**y-4, 5-^tKP-3H->f 

[4, 5-c] gjJ 3*^-2 -WW] b°^7^^-l-^/V^VM t- 

3- (2-^^/V-) -2- (M^W- -3, 

[4, 5-c] ¥y*?y-4-$'i/ hV7/i'*umm%£Mm2 5 8 

25 a £ nfltK:*fc& UWEte**«r#fc. 
'H-NMR (CDCI3) 
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5 1.49 (s, 9H) 1.83 (t, J=2. 3Hz, 3H) 3.35-3.39 (m, 4H) 3.60-3.64 (m, 4 
H) 5.07 (q, J=2.3Hz, 2H) 6.55 (d, J=7. 1Hz, 1H) 6.97 (d, J=7. 1Hz, 1H) 

b) 3- (2-7*^~/V) -5- -2- 
-1-4>V) -3, [4, 5-c] K°Vi?>-4-*y 

5 hvyfr**mmm. 

4- [3- -A-ir^rV-A, 5 -i^t Kp - 3 H — ( ^ # 

y [4, 5-c] \? 2 -J /V] K 0 ^7i/>-l-%/l>tf>M t-^f- 

;V^*<r;V$d£T$ (2-^P^-^/V) ^O^^^m^rMMM 2 5 8 b t I^HI 

10 1 H-NMR(CD 3 OD) 

6 1.83 (t, J=2.4Hz, 3H) 3.05 (t, J=7. 3Hz, 2H) 3.45-3.48 (m, 4H) 3.62-3. 
65 (m, 4H) 4.26 (t, J=7. 3Hz, 2H) 5.18 (q, J=2.4Hz, 2H) 6.46 (d, J=7. 3Hz, 

1H) 7.15 (d, J=7.3Hz, 1H) 7.16-7.30 (m, 5H) 
MS m/e (ESI) 376. 36 (MT-CF 3 C00H) 
15 Hjfeff!l3 4 0. 3- (2-7*^~M -5- (2-7x;^r'>xf;l/) -2- 
(K'^yi?^- l-y(;V) -3, [4, 5-c] 

4- [3- {2-Zf^M -4-^y-4, 5-^tKn-3H-^^ > 
y [4, 5-c] t°y i^y-2-^r/v] t°^7^^-i-^;v^>^ t-^ 
20 /^^x/^J;IJ ? 2-^o^zc^^ r c^;^— -^/V^V^TlIJi^^ 58bi 

'H-NMR^DgOD) 

6 1.80 (t, J=2.4Hz, 3H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 4.30 (t, J= 
5.5Hz, 2H) 4.44 (t, J=5. 5Hz, 2H) 5.16 (q, J=2.4Hz, 2H) 6.59 (d, J=6. 1Hz, 
25 1H) 6.87-6.91 (m, 3H) 7.20-7.24 (m, 2H) 7.50 (d, J=6. 1Hz, 1H) 
MS m/e (ESI) 392. 34 (MlT-CFjCOOH) 
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H»]3 4 1. 3- -5- (2-Jr*y- 2- y ^)V^ 

;v) -2- (t'^yity-l-J/U) -3, [4, 5- 

c] b°y>?^-4-^-^ h!J7;^PSii 
4- [3- {2-zfy^^V) -4-**y-4, Fn-3H-^ 
5 "/ [4, 5-c] \f])iP>-2-y(/U] V^Ji?^- l-$A'tf>Wt t 

/Va:^^*5j;tJ8 2 — yo*r*fe h:7W V&ffi^THI&^l 2 5 8 b £|P)$K:& 
IU *BffriNfe*#fc. 
^-NMR (CD 3 0D) 

6 1.79 (t, J=2.3Hz, 3H) 3.46-3.50 (m, 4H) 3.64-3.68 (m, 4H) 5.16 (q, J= 
10 2.3Hz, 2H) 5.61 (s, 2H) 6.65 (d, J=7. 3Hz, 1H) 7.37 (d, J=7. 3Hz, 1H) 7.57 
(t, J=8.0Hz, 2H) 7.69 (t, J=8. 0Hz, 1H) 8.10 (d, J=8. OHz, 2H) 
• MS m/e (ESI) 392. 34 (MlT-CFaCOOH) 

3 5 3. 7-(2-^^^^)-l, 3-i>^ ^/W8-(b°^ y S?^- W/W)-3, 7-^fc 

15 a) 4- [7- (2-y*?-^;V) -1, 3-i^ 5VW2, 6-i^^-^r y-2, 3, 6, 7-r h7b Kg -1H- 

:/y ^-8-^r/v] ^y-i-^/^ym^^/^^T^ 

8-? u v T*y j y y 4. 9g 38,fcU^@fe;fr y 17^ 5g N, N-vM f/V*/VA7 
5 K 100ml fcMMU l-^P^e-2-^^ 2.4ml &1]\\x.tc 0 mUX^mWhtc 

20 y^MZ Xfc& U 7- (2-y^^/V) -1, 3-i^ ^-3, fc Ko7"y y- 

2, 6-i?*> 3. 8g &#fc 0 ^^T'#f>^ 7-(2-y^^)-8-^ n n-1, 3-v^ ^ 
7-^fc Kay y >-2, 6-^y 1. 8g &<£i; l-t°-<7 ^^TJ/^^m^H^ 

5vwc*tvv 3.7 g & lsor^Ti^wu^o mmv^vtc^ 
25 mu mm*mm%£:istc 0 mm^v^y"^y^^u^h^yy^--Kxm 
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*H-NMR (CDClj) 

8 : 1. 49 (s, 9H) 1. 82 (t, J=2. 4Hz, 3H) 3. 33-3. 36 (m, 4H) 3. 40 (s, 3H) 3. 
52 (s, 3H) 3.58-3.61 (m, 4H) 4.88 (q, J=2. 4Hz, 2H) 

b) 7- (g^g^AQ -1, Z-i?* <?;l>-8- ( t°^< 7 i? ;V) -3. 7-i? j£ g 7° V V- 
5 2, 6-v^^ 

4- [7-(2-^^^/V)-l, 3-v^ ^/W2, 6-^3^-2, 3, 6, Fo-lH-7" 

mmi5mi \mmu mm^x 30 #mwvtc 0 mm&mm^Ltc^ mmzn 

10 H-DM2035)£^fc#9A^n^ h^y^xf-^Tft^L, ^^/^ttj^® 
£«Kte1^3l.6g £#fc 0 
^-NMR (CDC1 3 ) 

8 : 1. 82 (t, J=2. 4Hz, 3H) 3. 13-3. 16 (m, 4H) 3. 40 (s, 3H) 3. 46-3. 48 (m, 4 
H ) 3. 52 (s, 3H) 4. 87 (q, J=2. 4Hz, 2H) 
15 mMffl 3 5 4. 7- (2-7*3- ~>V) -3-pt 5vl-8- ( M°^<y 2 ^~ W M -3, 7-S? fcjjg 
7°y V-2. 6-^^ 

a) 4- [7- (2-^^^/V) -3-^ gvWg, 6- y-2, 3, 6, 7-x h 7 b K p -lH-T" U 
^-8-^ i^zlz^M! >JMH2^A^Z Zik 

5- ^^/v^f-V^y l.lg Sr N,N-^f;^/VA75 K 15ml fc»#U ^Bft 
20 # y ? A 1. Og *5 £T$ l-^D^e-2-^y 0. 64ml ^^7t 0 m&Tlt^jf #Lfc 

f-MZ-Xft&L^ 7-(2-^~/^)-3-^?VW3,7-^fc: Ko/JJ y-2,6-^ty 1. 
3g «r#fc 0 #Cl^Tft ftfc 7- (2-;/^~/V) -3-^ ^/W3, 7-S? tKn/jj y-2, 6- 
1. 3g £ N, N-£M f/WA7^ K 15ml \Z.&M U tIc^T N-^nP7^ 
25 * K 0. 89g &MZ.it 0 mUX 3 B*W»#Lfc0U S»*f /HHT#3RU 

TK^T^L^o ^i©&fe@M5tU Mfc^^vMCTSfcifrU 7- (2-^ 
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~;v) -3-^ f-A^Z, t Kn^JJ >-2, 6-i>* > 1. lg &#fc 0 $ 

4g &<fctf ^y^/V^V^H^^/^^T/W 2. 8g * 150°C^T 1 

# y^c^h^^-fc: Tttfil U f - y-SHfc^A' (l : 4) *&fctt# 

® £ 9 SHBfl^ 1. lg &#fc. 

•H-NMRCCDCla) 

5 : 1. 49 (s, 9H) 1. 82 (t, J=2. 4Hz, 3H) 3. 35-3. 37 (m, 4H) 3. 47 (s, 3H) 3. 
10 58-3.61 On, 4H) 4.85 (q, J=2.4Hz, 2H) 7.73 (s, 1H) 

b) 7- -3-j< fvW8- ( M -3, fcKP^J ^-2, 6- 

4- [7- {2-zf*f-~?V) fvV-2, 6- V-2, 3, 6, 7-fb7t K n-lH-7" P 

>-8-4M Y*^9&is-i-%frtfvwt%B77^x?A't:m^x2mm 353- ( 

15 b)^|^I#^3gU ^lB^^^#fc 0 
'H-NMRCCDClj) 

6: 1.82 (t, J=2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.37-3.39 (m, 4H) 3. 48 (s, 3 
H) 4. 85 (q, J=2. 4Hz, 2H) 

mmm 355. r7-(2-^~A-)-3-p< y-8-(tv<9 ^y-i-^vo- 

20 2,3,6,7-fh7t kp^p mb^^-s^xt^ b y ta^hUMM 

4-[7-(2-^^;V)-3-^^/W2,6-v ? ^^y-2,3,6,7-x h7 t Kn-lIK/y 
1/-8-JM \?-<y ^y-l-^/^VilH/f/Vx^r/V 15mg & y !7 

A 7mg £ N,N-^WM7^ K 1ml ^n^SM^ 10 ^ 1 & 

25 2S^& h y 7/^**Bm 0. 5ml fc##U MLfcT 30 

rt 0 bfe*. a^^^*^^m^^7AT^m^^LT7K-r 
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i? h ]) ,V- h V 7!\'**mk%$:J%^1t HPLC tT»»U «Efc£* 6. 9 m 
g «r#fc. 

MS m/e (ESI) 375 (MH + -CF 3 C00H) 

H^ffi] 3 5 6. 7- -1- (2-3C h ^ ^fvlj -3-^ ^/P-8- ( tf ^7 2 

5 ;v) -3, 7- fc K g y X-2, 6-^ v Hj 7 n gmM 

US m/e (ESI) 375 (MH*-CF 3 C00H) 

Hi 3 5 7. 7- (2--?<?~M -3- gvlciz ( tf ^ g ;V) -1- (2-^ P If 

10 ~/V) -3, 7- F p 7" U X-2, X YV 7 /V* u gE&tft 

^ K^rffiV>T^f!l3 5 5 £ I^MSIU ^IS^^^# 

MS (ESI) 341 (MH + -CF 3 C00H) 

mMM 3 5 8. 1, 7- If * (2-7*?- -3-^ ^-8- ( fcV< g ;V) -3, 7- 

15 S?t: Kp/!J >-2, 6- X hy 7;^n SE&tg 

MS m/e (ESI) 355 (Mtf-CFgCOOH) 

M 3 5 9. [7- (2--f ^=.;V) -3-^ <?vV-2. y-8- ( 2 X~ W 

;v)-2,3,6,7-7F7b KP7°!)^-W;w]7th^fy;v b P ^/l^ggEBfeltt 
20 7*n*T± h= h y/W*^THJfc«3 5 5 t ^^SIU ««fc-&4fe*:1# 

MS (ESI) 342 (MH + -CF 3 C00H) 

&Wft 3 6 0. 7- (2-^^^/V) -1-j:^/W3-^ ( tf ^7 £>^W /V) -3, 

7-^^ Kg_yy v-2, h y 7A>*-ummm. 

25 3 tffb^^vW&JB^TllJfcfcl 3 5 5 t l^tl^SU WBfc£4&«:#fc. 
MS */e (ESI) 331 (Mlf-CF^OOH) 
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lli 3 6 1. 7-(2-^^-^/V) -3-p< (2-^-=^ y-2-y ^ ~;V) 

8-(b°^y i^-W/V)-3, 7-S?fc Kn^y ^-2, h y 

5 MS We (ESI) 421 (MlT-CFgCOOH) 

^$feffil3 6 2. 7-(2-7"^/V)-l-[2-(4-^ P P7i^) -2-^ yji^vl/l- 
3-^ fvW8-(fcV<9 S?y-W Ap-3, 7-S?fc Kg_2^ ^-2. K y 

2-^ t3 c E ._4> -^nnr-fe h7a/^ffiV>*C||J6^3 5 5 iiittlU 
10 *fBfc<fr4fc*r#fc. 

MS We (ESI) 455 (MH + -CF 3 C00H) 

Hjfeffil 3 6 3. 7-(2-^^^/V)-3-^ ^vV-l-(2-:7 a. 7 dp- '>j:^7V)-8-( t:"^7 2 
y-l-^/H-3,7-^t: Fp^U ^-2.6- v*:^ h V Z2k£*$8Mk 
2-7x7^;/xf^o ^ V&ft^XmMW 3 5 5 b »fell v g|3ftt 
15 ^£#fc 0 

MS We (ESI) 423 (MH + -CF 3 C00H) 

MMM 3 6 4. 2- [7- (2-^^/1^) -3-^ <tVP-2, 6-^^ry-8-(t: 0 ^7 

20 2-i/7y^i/^o $ K^V>THJS^|3 5 5 fcHESfc&jaU Wfait&to 
MS We (ESI) 418 (MH + -CF 3 CO0H) 

MMM 3 6 5. 4-[7-(2-^~/VO -3-^ <7VV-2, V-8-( tV<9 v^-1- 

4 M -2, 3, 6, 7-r h7fc Kp7°!) W /M fTW] £&#SM f2kg* Z2k b 
25 y y/^Pil^ 

4-(^l3^^^/^)^,i#m^^/^^•r/^s^ffiv^T^»!l3 5 5 tmmfct&m 
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MS m/e (ESI) 451 (MFT-CFaCOOH) 
5 /V^-P^m 

MS/a/e (ESI) 451 (MT-CF 3 C00H) 

^mM3 6 7. 7-(2-^^)-3-^^/Wl-(2-7^^/^^V)-8-(t: 0 ^y^ 
10 /V) -3. Fp^!) ^-2, 6- ^ hV 7 E EESfejft 

(2-7 f n^ji^v)^^>^ffiV>T^JIM3 5 5 £ IhHHK^SU ^fBfc£^ 

MSVe (ESI) 407(Mir-CF 3 C00H) 

Hffifl!l3 6 8. 2-[7-(2-^^)-3-^^/W2,6-^^y-8-(^7^^-l- 
15 ^f;VH3,6,7-7f7fc FPT'P y-W^]-N-7a^7t bT^ K 7 

4-[l-#/W£>v^ ^W7-(2-^^^/V)-2, 6-S?tf-*y-2, 3, 6, 7-r 

h7t Kn-lH-^y y-8-^T;V] i^y-l-^/V^V^H^^^^X/^ 25 
mg h7t YnyyV 1ml |£jg#U ^ 5^1, l t \-lJ frtf-^M ^ 

20 /V 9mg *3<J;tf ^?VT ^8/ill:l)D^ 60°Ct? 5 R#ft§^#Lfc 0 @£ 

W*Lfc8U SSilESr > V 7M*mfc 0. 5ml fc$$EU 30 #»#L7t„ 

= MJ;WMJ 7;Vtniti^V^fc HPLC KTflfiKU SIB^^* 2. 74mg £ 

25 #7t 0 

MS m/e (ESI) 436 (Mlf-CF 3 C00H) 
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6 9. 7- (2-;* h^yy^^)-l,Z-^^f-/^-8-(\f^<y^-l-4M- 

a) 4- (1, 3- 7VW2, 6- S?;^ y-2, 3, 6, 7-7 h 7 t K n -1H-7" y y-8->f /W) 

5 8-^ oP7t7^ y ^ 3. 5 g t ^y^y-i-^/^yBMB-ff-^^T^ 1 

1.69g Sr«^L 110° C IMOt^UfcHx Bfflfc*7VK TKfcTftJRU ^ 
<£&&@#£6&Lfc: 0 g^^/W^Ti^U *fBfc«e* 3. 65g «r#fc. 
'H-NMRCCDClj) 

5: 1.48 (s, 9H) 3.38 (s, ,3H) 3.54-3.57 (m, 7H) 3.66-3.69 (m, 4H) 11.58 
10 (s, 1H) 

b) 7- (2-7* h^^7ai^V)-l t 3-^^W8-(tr^9^^-W/V)--3.7-^t K 

g 7° y ^-2, 6- ^ MJ 7/v;t g BEgjg; 

4- (1, 3- i?* 7VV-2, y-2, 3, 6, 7-7 h7t Kn -1H-7" y ^-8— f fc° 

^7^ ? y-l-^/^V^||E.7 f ^;V^X7 i /V llmg N 2-7* b^^7^^/V/J^D^ 
15 15mg N fflmilD 10mg&, MtKx h7 t K» 77 ^ 0. 5ml fctf/USU try 5? 
y 0.1ml &jbn*. % ^i&fcT 5 HIWJH^Ufco NH S^y ^^/vSrjteSltL 

0.5ml fcl^U ^tai-T 30 #»#Lfc 0 i&&&»a8Ufc&, BS^Iftil 
lf^D-7b^77^-MlU «fB^-a^3.53mgSr#fc.' 
20 ^-NMRCCDCls) 

5: 3.05-3.20 (m, 4H) 3.29 (s, 3H) 3.50-3.51 (m, 7H) 3.81 (s, 3H) 7.04-7. 
07 (m, 2H) 7.26-7.30 (m, 1H) 7.47 (dt, J=2. 0, 8.0Hz, 1H) 
MS m/e (ESI) 371 (MH + -CF 3 CO0H) 

Hjfeff!) 3 7 0. 7- (2-iXT /7x -1, 3-^7* 7VW8- ( fc°^7 2^zW /Up -3, 
25 7-i? t K g 7° y ^-2, 6-^^ h y ? >VHr p BESMft 

a) 4-[7-(2-»;l/^;P7a=:/l/)-l, 3-vM f/k-2, 6-^-^7-2, 3, 6, 7-7 Y 7 
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4-(l, 3-v^ 6-^^y-2, 3, 6, 7-T h 7 t Kn-lHK/y t° 

M200mg N ^mil(II) 200mg£ N h 9 t 77 % / 5ml fctf/kBIU tTJ? 

$J 51mg Sr#^: 0 
^-NMRCCDCls) 

10 5: 1.42 (s, 9H) 3.10-3.14 (m, 4H) 3.25-3.34 (m, 7H) 3.60 (s, 3H) 7.53 
(dd, J=1.2, 8.0Hz, 1H) 7.63-7.67 (m, 1H) 7.73-7.78 (m, 1H) 8.02-8.04 (m, 
1H) 9.86 (s, 1H) 

b) 7-(2-v-7; 7^^;V)-\ t 3-v ? ^^/V-8-(t:''^7 ^^-W/H-3, 7-S?fc Kjg 
7° V >-2, 6- y h])7 g gES&S 
15 4- [7- (2-TjVU ^ a ~ A-) -1, 3- 5vV-2, 6- v^^f y-2, 3, 6, 7~T h7t K 
n-lH-7°y ^-8-^/W]fc°^7^y-l-7>;^>^H^/^^x^ 13mg, fc K 
o^i//V7^yItI lOmg ^xc^/v_ ;P lml% ^ 0<2m l fci§#U SEBfe* P 9 

&m lomg srip^ ^mt-T 0.5 mmmw^tco R&m&mwt^MzxftiRu 
irnxmi- h v ^^mt^xmtu %mm%®*mm^?*i'VMz.xnm 

3-£M 5vW-2, 6-i?;^ y-2, 3, 6, 7-x b 7 t K n -lH-^ 5 y y-8->f /W] 
^-l-TJ/^V^HH^/V^^x/V^^ffCo n © ^op^^y 0.5m 
1 fc^U MJxW^I) 0.05ml N ^^^X/Vy^-^^^ia y K 0.05ml 

{frB^M. 14mg£#fc 0 
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MSVe (ESI) 366(MH + -CF 3 C00H) 

MMM 3 7 1. l-(2-\?~;v? z-j?* ^;w-8-(t°^y ;v)-Z. 

5 7x-^7t^7t=")A^^ F 31mg SrJp^ SfiHT 30 #»#Lfc e 4- 
[7- (2-*/l« 5 ;V7x ~M -1, 3-i?^ 5VV-2, 6-^;t^ y- 2 , 3, 6, 7-7h7fc K P-l 
H-y y ^-8-^/^] f^y^^-l-^^^V^H^^/^^T"/!^ 20mg ©7h7t 

fV 40mg #fc G ^<D>bO 12mg %bV 7 AsHru &&&&& U Lfc 0 B^ZM 

tmmmmft? xi^y^yy^ -m-atm u w&fc&m 4. 38m g %mc 0 

MS m/e (ESI) 367 (MIf-CFsCOOH) 
15 ^jfeffil 3 7 2. 7-(2-^ p EZ^EMzL t2J: ^~8-(\i 0 ^y^y-l-4M-Z. 

a) 7- (2-^ P P 7 a ^/V) -1, 3-i/^ ^/V-3, 7- fc K P 7" U ^-2, 6-y^ > 
7~*7 4 V ^ 510mg N 2-^ PP7x^P ^ lg, g^SHH(II) 220mg £ N, 

N-t?^f;WA7^ F 10ml K:ttA/»U try 1ml ^(-T^ 
20 WLfc 0 &J»£M^fvW£T:?fr3RU Z0%T>*~T7k\ZX$GfrLfc o 

TVV-e MJfa a y U *IlBfcl^> 147mg 

'H-NMRfcDCls) 

6: 3.72 (s, 3H) 3.68 (s, 3H) 7. 43-7.51 (m, 3H) 7.57-7.60 (m, 1H) 7.68 
25 (s, 1H) 

b) 8-^ P P-7-(2-^ P P7x^)-1, 3-vM ^;W3, 7-S?fc Kp/y ^-2, 6- 
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7- (2-? v P7x^)-1, 3-^^ 7-i?fc Kn V-2, 6-^^ 138mg, 

n o * ^ W ^ K 78mg N, N-£M f;V*;VA7 5 K 1ml U £ 

51mg &#fc 0 

c) 4- [7- (2-^ n P7as/l/)-l, 3-v^ ^;W-2, 6-S?:fr3f-y-2, 3, 6, 7-r h7t 

-7- (2-^po7x -1, 3-^M ^VW3, 7-??t K»^P 6-^;t 
10 y 142mg N tX7i?y-l-^;^>ifH^f;H^7;p 500mg Srig^L 150° C 

t% 4 #w«#Lfcik mn^/K ict#ru 

A^o-7f^77^HutilU ^f-^- gffl|3i^/U2:3»ai^lifJ:9 % & 
t&ffr&* 143mg £#fc 0 
15 ^-NMRCCDcis) 

B : 1. 43 (s, 9H) 3. 21-3. 23 (m, 4H) 3. 30 (s, 3H) 3. 31-3. 35 (m, 4H) 3. 58 
(s, 3H) 7.42-7.51 (m, 3H) 7.55-7.57 (m, 1H) 

d) 7-(2-^ g P7x^;V)-l, 3-v^ fvl^-8-(tT^ M-Z, 7-S?fc Kg 

20 4- [7- (2-^ a P7s=;V)-l, 3-v^ f/I/-2, 6-^dry-2, 3, 6, 7-x f7t K 
p-lH-y°y y-8-^f^]lf'<7^y-l-*;^yfiH7*f/l'X77A' 102mg &1> 

*;-/v9:i mmfrm «t t> , snafta* io9m g £#fc 0 

25 ^-MIRCCDClj) 

5 : 2. 77 (dt, J=l. 6, 4. 8Hz, 4H) 3. 24 (t, J=5. 2Hz, 4H) 3. 30 (s, 3H) 3. 58 
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(s, 3H) 7.41-7.44 (m, 2H) 7.48-7.51 (m, 1H) 7.55-7.56 (m, 1H) 
MMM 3 7 3. 7- (2- ^ ta g 7 ^ ~M -3- * ^7W8- ( 7 V VzkA /V) -3, 7- 

a) 7^1>^7W3_z2? f2kr«L t: F g 7" 9 ^-2, 6- ^ 

5 3-^ ^^rf-^^^ 2. 882g & N, N-i?^ f^^/VAT 5 K 40ml XcWM U ft. 
»*y-9A 3g, ^y^n^ K 2.5ml fcflPx., mfi^T^»Ufc 0 SJfc 

Bfc^A'-caa^U, «3B{&£* 3. 18g £#fc 0 
1 H-NMR(d 6 -DMS0) 

10 6: 3.32 (s, 3H) 5.42 (s, 2H) 7.27-7.35 (m, 5H) 8.21 (s, 1H) 11.13 (s, 1 
H) 

b) 2, 2-vM f/^P b" ^-^Bft 7-^y^/l/-3-^ f;W2, 6-^;^ y-2, 3, 6, 7- 

l-^V^As-Z-* ^-3, 7-v^t Kp^U y-2, 6-i?*ls 3. 18g & N, N-vM fvW 
15 */VAT ^ K 40ml \Z.MM U IfcWt* V 9 A 2. 6g, ^nn^ ^vVfcV^ V- b 2. 15 

ml febll*., 40° C KX%m&W^tCo Bn&%z&Bm^?-Mzx%nu 11MM 

mvtco mm%^v*?^%7&?v-*h?'7 7j--Kxmmu ^vi^-m 
m.^>v 1 : 3 mm^m * *> * ^la^ti 4. 26 g &#fc 0 

20 1 H-NMR(CDC1 3 ) 

6:1.19 (s, 9H) 3.58 (s, 3H) 5.48 (s, 2H) 6.04 (s, 2H) 7.32-7.39 (m, 5H) 
7.58 (s, 1H) 

c) 2, 2- *2Jl fVk^g ^ 3-7< fvW2, 6-^^-^ y-2, 3, 6, 7-~r b7t Rg 

25 2, 2-vM f;^a t^^^ 7-^^ v^-3-p* ?VW2, 6- *?Hr*t y-2, 3, 6, 7-x b 
7t Kn/y ^-W/^^/l^*7vW.26g frgftft lOfel fc#jHU 10%^7^ 
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hzmu zmznmu wm&m 2. 98 g *%it 0 

^-NMRCCDClg) 

5 : 1. 19 (s, 9H) 3. 66 (s, 3H) 6. 12 (s, 2H) 7. 86 (s, 1H) 

5 d) 2, f;wyp gjvyjj 7- (2-^ P P7x^)-3-^ 7VV-2, 6-v^ 3f 

y-2, 3, 6, 7-x h 9 fc K p 7* U y±j 4^ gvj^AZZk 

2, 2-v>y tVK/p ¥lr>W. 3-y tW-2, 6-i?;^ y-2, 3, 6, 7-x b 9 t Kp 7 s 
y y-W/^y7Vi^*7V^£J3v^ ilM3 7 2a)^iMIU ^liBfc 

10 e) 8-^ P P -7- (2-^ PP7x ~;V) -3-y 7VV-3, 7- 2 1 K P 7° U ^-2, 6- 

>: 

2, 2-i?y 7VV-7°p tr^-ygl 7- (2-^ p p 7i-;V)-3-^ 7VV-2, 6-S^^ y-2, 
3,6,7-7f7t FP7°y y-W/VyTVl^XTVl' 144mg %*9S*-J>V 2ml, x 
h7t 1ml TkUHfcT- hi; <7A 20mg fctait, ^m^T5« 

15 mwvtco Bj&m&msL^MzxifciR^ m-m.m^.x^\,tc 0 ^mm%m 

;V-*y^3-;V^— i rMz.X Y ]} ^a. U~^*/b 7-(2-# p n7x^) -3-y 
7VV-3, 7-S? t K p 7" y ^-2, 6- v>;t V 72mg £#fc 0 r^^O^N, N—yy tVV* 
K 1ml tlit, N-^PP7^> X W ^ K 35mg 4rJP^.fc. £»fcTJfc 

20 £si#u sj&^ii^tvwct^u iN-^^T^ufc 0 mmmzm 

*HMK^*V^Aferft*U 5* 5**«ffi*»U 58mg Sr - 

'H-NMlKCDCl,) 

6 : 3. 59 (s, 3H) 7. 42 (dd, J=l. 6, 7. 6Hz, 1H) 7. 47 (dt, J=l. 6, 9. 2Hz, 1H) 
25 7.54 (dt, J=1.6, 7.2Hz, 1H) 7.61 (dt, J=l. 6, 7. 6Hz, 1H) 7.93 (br, 1H) 

f) 4-[7-(2-^ P P 7 jz^/V)-3-y tVV-2, y-2, 3, 6. 7-x b 7 KHz 
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8-^pp-7-(2-^oo7i ~;V) -3-^ ^vV-3, Kdt°!) ^-2, 6-$?tf- ^ 5 
8mg N l-i&^'f Y**S% >Vi$=^;V) K^y^y 150mg Sr^U 150° CtT4^ 

Wn7^77^|CtlIU ^m^^ttl^]ilJ:«9, ^IBlt;^ 44mg 
^-NMR^DClg) 

8: 1.41 (s, 9H) 3.17-3.24 (m, 4H) 3.25-3.41 (m, 4H) 3.53 (s, 3H) 7.41-7. 
10 51 (m, 3H) 7.55 (dd, J=2. 0, 7.6Hz, 1H) 7.66 (br, 1H) 

g) 7- (2-^ PP7x -3-^ ( K'^y itls-l-J M -3, 7- v> Kp7° 

U ^-2, 6-v^ h y 22k^HH^ 

4- [7- (2-? PP7x —/V) -3-^ ?VW2, 6-^;^ y-2, 3, 6, 7-x h 9 fc K «-l 
H-^y V-8-<i)V\ tVy^^-l-^^^^llH^f/Vx^T/V 8ing £ MJ 

MS m/e (ESI) 361 (MH+^COOH) 
1 H-NMR(CDC1 3 ) 

5: 2.76 -2.79 (m, 4H) 3.23-3.26 (m, 4H) 3.53 (s, 3H) 7.40-7.43 (m, 2H) 
20 7. 48-7. 53 (m, 2H) 

MMffl 3 7 4. [7- (2-£ nn7x -3-7* 6-v^dr y-8- ( h°^y 

y-W;i^)-2,3,6,7--r h7b Ko^i; fy 7 

4- [7- (2-^ P07i — AO -3-^ 9vW2, 6-i?^ y-2, 3, 6, 7-r hyt Kn-l 
25 H-^y V-8-4)V\ t°^7i?y-l-%/V7$yM?5= 7*^^*7 18mg £ N,N-i? 
^WM7-; K lml \mmU ^n^ei^f/vo. lml N y 10mg 
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bfco #mmzm7kmm^y*^Mz.xi&mu zm, zm%mi±mmvfr 0 

5 MS m/e (ESI) 433 (MT-CFgCOOH) ' 

MM 3 7 5. [7-(2-^pp 7 ji^/V) -3-p* 3vW2, 6-^^ y-8- ( 2 
V-l-A ;v) -2, 3, 6, tz. b Z E K g 2! U >±j /v] T ir h ~ MJ hp zzM: 

H3&ff!)3 7 6. 2-[7-(2-^T3P^^^^)-3-^^/V-2,6-i?^y-8-(b 8 ^7^ 
10 >±i M -2, 3, 6, 7-t b Z E if g 7° y W /V]Tt hZ_§Jf Mj ^/Vo^p 

4- [7- (2-^Pa7x -3-^ ^/V-2, V-2, 3, 6, 7-ff7tKo -1H- 

yy y-8->f ;H ^7 ^y-l-^/V^yilH/f/Vx^f/V' 18mg & N,N-^ 
f^A75 K 1ml JC»#U ^n^Tt h~ b y ;V0. lml, y io 

15 mg feOJl*., £fifcT 3 B|fg*#Lfc 0 R^«rI»n^/W£T;imu zKfcT 

fc 0 T ± h = h y /V 1ml U h y p< fTWS/ y /W # ^ F 0. 05ml & 

zmfaftMsmit* p?h^7^ -fcxmm u n- (2-? pp7x ~m -3-^ 

20 J-)V-2, y-8- ( fc^? W AO -2, 3, 6, 7-7" h ^ t F n y y y-l-xf 

/W]-T-feh=hy/^MJ g^BIS 7.43mg [MSVe (ESI) 400 (MH*-CF 3 C00 

H)], [7-(2-^ n n7x-;l/)-3-^f;H 6-S*^y-8-(lf^S?y-WA0-2, 
3,6,7-7" f7t Kn^y V-W/H-T-fe bT^ F h y 77^T2ftH*£ 3. 71mg 
CMS Ve (ESI) 418 (MH^COOH) ] £#fc 0 

25 ^fifrgj|3 7 7. 7-(2-^ p g 7 ^-l-(2-7cc^^/V)-8-(t: 0 ^7 

^-wao-3, kpt°d y-2. 6-^^ b y y^^mmm. 
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MS We (ESI) 465(MH t -CF 3 C00H) 

gM-g 7 8. 7-(2-^ n P 7a^;V)-3-^f ;Wl-(2-t^y-2-7x^;^xf 
5 ;v)-8-(fc°^7^-W/M-3, 7-i?fc Ko^y ^-2, b Ij 

MS m/e (ESI) 479 (MH + -CF 3 C00H) 
10 %W\ 3 7 9. 7-(2-^ b -3-^ ^/V-8-(b°^^ ^^-W/V)-3, 

7-i?fc Kp^D ^-2. 6-^ y b 9 Z p EM 
2-^ h^V7o,^/«t3^^V^, ^#13 7 3 tTOl^llL, 

MS We (ESI) 476(MH + -CF 3 C00H) 
15 3 8 0 . [7-(2-^' h 3r'>!7 ^z=.;u)-Z-^ ^;V-2, y-8-(b°^7 i£ 

V-W /V) -2, 3, 6, 7-x h 7 fc K p 17° y y±j ;V] T1? h ~ b V ± hi 7As* 

Hj&ffil 3 8 1. 2-[7-(2-^ h*c*s7 gE=Mz3z2f fvV-2, e-Sfrj-fr y-S-d^T 1 
i?^- W ^) -2, 3, 6, 7-t h7b Kp^P >^W /V]7th7^ K hV 7jV* 
20 PH^jg 

4- [7- (2-^ h *V7 ^^;V)-Z-^ tvW2, y-2, 3, 6, 7-T h 9 1 Kp-1 

#13 7 5, 3 7 6 i Ir^KI^S U [7- (2-^ h * *s7 a: ~/V-) -3-^ 5vW2, 6-S? 
y-8-( t°^7 ;v) -2, 3, 6, 7-t h 7 t WT'V y-K;H7t h~ 

25 MJ;WM)7;Vtn^t [MS We (ESI) 396 (MH + -CF 3 C00H) ] N 2-[7-(2-^ 
i/y^L ~;v) -3-^ tvv-2, 6- i?3r* y-8- ( 7 W M -2, 3, 6, 7-x h 7 1 
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Kp^P y-H^]7t bT^Kf y 7;Vta^tI [USm/e (ESI) 4U «- 
CF 3 C00H)]£#fc o 

3 8 2. 7-(2-y Y^r-yy ^)V)-%-^^-)V-\-{2-ir^rV-2-y ^~A>^ 

5 lEit^ 

4-[7-(2-^ h^i/y^^^-s-^^/v-^e-^^ry-^s.e,?--^ h^fc Kt»-i 

MS zz?/e (ESI) 475(Mir-CF3C00H) 
10 Hjfcffil 3 8 3. 7- (2-y h *sy a. ~M -3-y gvkzlz (gzZ ^ g7k2E3^k) =gz 

4-[7-(2-^ Y**yy^~;V)-Z-t ^;V-2, y-2, 3, 6, 7-T h y t Kd-1 

15 MS m/e (ESI) 461 (MH + -CF 3 C00H) 

Hjjffll 3 8 4. 7- (2- \?~;vy a =-JV) -3-^ fvWjz ( 7 ^zlzd! ^) ~3. 7- 

a) 4-[7-^^^-l-(2, 2-i^^ fvK/g \?*~?V3r*ls* ^M-Z-^ ±A^2i 6" 
v^^r y-2, 3, 6, 7-r b 2 t Kn-lH-^y V^lAJkl ¥'<7i?>'-l-%J*'&>Wt 

20 jH^f/Vx^f^ 

2, 2-^ f-jvy^ti tra-VSft 7-^y^;W3-^ fvW2, 6-^^ y-2, 3, 6, 7-7 1 h 
?tKP^P ^-W/^^/^^X/^fflV^T, HJSM3 7 3e), f) fcimtfc: 

b) 4-[l-(2, 2-vM *3->VZfu Ift^t^v-y ±Mzg=2l gvkzg, y-2, 
25 3, 6, 7-Tf7b KP-1H-7" ]} y-%~4 )V\ S^-l-fl/nE^jfe fH^f/^ 
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**y-2,Z, 6, 7-ff7t Ko^lH-^y >-8-^M \f^7^>-l-^?V^m ft 
H^^^T/V 2.227g 100ml \Z.W& U 10%^yi^^^m lg 

5 -8^1.89g&#fc 0 
^-NMRCCDCls) 

6 : 1. 09 (s, 9H) 1. 41 (s, 9H) 3. 36 (s, 3H) 3. 37-3. 42 (m, 4H) 3. 45-3. 50 
(m, 4H) 5.82 (s, 2H) 

c) 4-[l-(2, 2-vM ^A^o t'X-si'jr*^* ?-;\<>)-l-(2-\?~>v7 *.~;v)-z- 
10 * 5VV-2, 6-^^ y-2, 3, 6. Kp-IH-T" V )V\ g^jg v^-1- 

4-[l-(2, 2-vM f/^yp \?*~?V3-*%/* <f-;V)-Z-* ^;V-2, 6-^^ V-2, 3, 

tv^jiv^ii;s£#)3 7 0, ^»ij3 7 1 tmm\mmu mmt^m^w^ 

15 1 H-NMR(CDC1 3 ) 

5 : 1. 15 (s, 9H) 1. 58 (s, 9H) 3. 18 (br, 4H) 3. 30 (br, 4H) 3. 58 (s, 3H) 5. 
32 (d, J=11.2Hz, 1H) 5.75 (d, J=17. 2Hz, 1H) 6.39 (dd, J=10.8, 17. 2Hz, 1 
H) 7.34 (dd, J=1.2, 7.6Hz, 1H) 7.40 (dt, J=1.6, 7.2Hz, 1H) 7.46 (dt, J=l. 
6, 7.6Hz, 1H) 7.69 (dd, J=l. 6, 8.0Hz, 1H) 
20 d) 7-(2-lf^;V7ccc=.;V)-3-^^-8-(b 0 ^7^^-W^)-3 > 7-v ? t: Kp7 , ]J 

4-[l-(2, 2-*s**f-?vy°u \£X~;vir*i<'**?'fr)-l-{2-\?~;v-7^~/v)-z-^ 
*?;V-2, 6-i^^-df y-2, 3, 6, 7-T h 9 t F * -1H-7 9 V >-8-4 )V\ 
/V^ymM^f^^^ 187mg * J 3ml fc&ffi U ^m^i~ h V !7 
25 A 14mg ^B^fc e mtfcl-tJiMi^U 1N-*£^T *fP Lfc c 
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108mg &#fc 6 r<2<b<£& h y 2ml fc*#U *Bbfc. ^Slr N 

5 H-^y^y/W-TffMU 8»^?^**/->>'15:l*tfi#H.fc»K tiis^-a* 
«fe 84mg &.#fc<, 
^-NMRCCDClj) 

6 : 2. 73 (t, J=5. 2Hz, 4H) 3. 19 (t, J=5. 2Hz, 4H) 3. 54 (s, 3H) 5. 32 (dd, J 
=1. 2, 10. 8Hz, 1H) 5. 74 (d, J=0. 8, 17. 6Hz, 1H) 6. 41 (dd, J=10. 8, 17. 2Hz, 
10 1H) 7.33 (dd, J=1.2, 6.0Hz, 1H) 7.38 (dt, J=l. 6, 7. 6Hz, 1H) 7.45 (dt, J= 
1.6, 7.6Hz, 1H) 7.68 (dd, J=l. 6, 8.0Hz, 1H) 

Hjfcffil 3 8 5. 7- (2-^ g n 7 ^~M-3-^*?-/V-8-(t 0 ^<y *Jy-l-4 MS, 7- 
i^b KP7°y >-2, 6-i?^ h V 

a) 2-T 5 J -7-^< is 2lkzL 7-^ K p ^ y ^-6-* V jjl 

15 / lOOg f-jVKfrV Jr**sY 500ml li^^mT^^vVw:/ 

n^KlOOml^TU #^n^^l^^m-e4^a#L^ 0 

250ml S^n^T^i."? 30 ^»Lfc 0 SJM^&t* ^ / -/V 3L 
^-^#Lfe 0 ^fWL/c^^^L, ^^/-/VT^ofc#60°C^24^ 

wmm^xw&^m 82. 5 g &#fc e 

20 1 H-NMR(d6-DMS0) 

5 : 5. 23 (s, 2H) 7. 32-7. 42 (m, 5H) 8. 92 (s, 1H) 

b) 7-^< y ^/V-3, 7-i^ b: K p 7" y ^-2, 6-^ V 

2-T ^ 7 -7-^^i^/Wl, 7-S?fc Kp 7" y y-6-^-^ &B&|£ 12. 88g ©ffMfc 320m 
1 fc* 32ml ©efelSiS- 110°CKT 10 frffl, 50°CT* 10 ^^l^J, ^ <£> 
25 S^I^^Biit b y * A 12. 88g <£>7k^ 32ml £ 50°C£T#o < 9 tm 

TL*: 0 mbtit^mm&m* 5o°c^x i5R#n»#u #e>tt«^^^ 
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«rttflfcLT*IBffr&fc 4. 27g £#fc e 
^-NMRCdG-DMSO) 

6: 5.39 (s, 2H) 7.27-7.35 (m, 5H) 8. 11 (s, 1H) 10.86 (s, 1H) 11.57 (s, 1 
H) 

5 c) 2, 2-*?* f;V-/n y ^ Ti^y K [7-^0^/^-3- (2, 2-S?p* gvkl^g 
fc^-;!^-^^ ?vV0-2. y-2, 3, 6, 7-x h g t Kp 7" U ^ 

7-^^i?7V^^^^ 9.54g N.N-^fWAT^ K 250ml fci$#U 
y ? A 17g, ^PP^ f/Vf>^7 b 14. 2ml ^Px., 50° C T?*t*J*# ' 

12. 8g £#fc 0 

d) 2, 2-i?t f^/P tT:fryg| [3-(2, 2-^pi ¥£~Ik£*±J. ^)~2, 
15 y-2, 3,6,7-7f7tFP/!J V-W/W] * fyj^XirA; 

2, 2-v?^ f-As-fVL ttfWt [7-^V^/W3-(2, 2-vM ^vl^n \?jr~;Vir**s 
^^•/U)-2,6-^^ry-2,3,6,7-T h 7 t Fn-^y ^-W/l/J^/V ^tvV- 
«rJSVvc£JK«3-8 4b)^Pi}3iMU *IBft:^Sr#fc. 

e) 2, 2-^ ^/V^ p vtrT 9 s y K [7- (2-^pp7x -3- (2, 2-^ 
20 t^—A^fr -2> y-2, 3, 6, 7-x hyfc KP/y ^-1- 

2, 2-P* ^>V-?v \**-y#T 9 sy K [3-(2, 2-^^f;^P fc'^/l'^v' 
^ fvW) -2, y-2, 3 ) 6,7-7f7tKP7 P !l i/- W /P] * fv^* tvv£ 

25 ^-NMRCCDClg) 

6: 1.16 (s, 9H) 1.22 (s, 9H) 5.99 (s, 2H) 6.19 (s, 2H) 7.42-7.52 (m, 3 
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H) 7.58-7.61 (m, 1H) 7.73 (s, 1H) 

f) 4- [7- (2-^ g g 7x^;V)-l, 3-tf X-(2, 2-v^ ^vH/p \f*~Astt*s* ± 
;v)-2, 6-i?**y-2, 3, 6, 7-7" h y b KP-lH-^y ^-8-^f/k] g 2*Z±3Uk. 

5 2, 2-v^ y ^7^5/ K [7-(2-^ p P7x^;P)-3-(2, 2-v?^ ^ 

A^n fcf ^/VoT^;* ^)-2, 6-vbt"^ y-2, 3, 6, 7-7 1 fyt Ko7°!J y-W 

1 H-NMR(CDC1 3 ) 

10 6:1. 16 (s, 9H) 1. 23 (s, 9H) 1. 44 (s, 9H) 3. 20-3. 35 (m, 4H) 3. 32-3. 37 
(m, 4H) 5.92 (s, 2H) 6.09 (s, 2H) 7.41-7.49 (m, 2H) 7.52-7.57 (m, 2H) 

g) 4- [7- (2-? PP7i -1- (2, 2-\?* f-?Vfn \?j>r~)Vjr**y * ^;V) -2, 6- 

y-2, 3, 6, 7-Tfn KP-lH-^y V-Z-y(;V] \?^7 ^y-l-^/V-^yjl 

15 4- [7- (2-^ P P7i^V)-l, 3-tf *-(2, 2-vM ^VV-^P fc 0 ;t~/V;t^>;* ^ 
/H-2, 6-i?;t^ y-2, 3, 6, 7-fb7t Kn-IH-T 9 V y~8~4 M S?>'-l-;fr/l' 
4? > B^E.'f'f-^^^ 7VV 2. 227g ^yYyMY^yyy 10ml, * * / — A* 20ml 
(C^U l.S-^Tiffc^^n^^Ol^^x^^-^^O.SlSml ^P^. N 

T^^#bfe 0 iN-^m^nx., %rftvtc®ft%?>m, nmu Mmt&m 1. 

20 025g £r#fc e 
^-NMR^DClg) 

5 : 1. 16 (s, 9H) 1. 44 (s, 9H) 3. 22-3. 24 (m, 4H) 3. 33-3. 35 (m, 4H) 5. 90 
(s, 2H) 7.43-7.47 (m, 2H) 7.51-7.57 (m, 2H) 8.71 (brs, 1H) 

h) 7-(2-^ P P y xL=~;V)-l-^J-;V-%-(\?s<y $?^-W Ap-3. 7-S?fc Kg y°V 
25 y-2, 6-v^^ b U yAoTPjfrl&il 

4-[7-(2-^ p p :7oi-a0-i-(2, 2-v^ ^;v?u \?*~;vJr$ci/y> ^aO-2, 6- 



WO 2004/028524 



PCT/JP2003/012075 



-1'94- 

i?**y-2, 3, 6, 7-rf7t Kn-lH-y V )V\ ^-l-^/^^WtB 

H^/P^xA- 8mg £ N, N-vM f/^/VAT^ K 0. 3ml fct§#U 3 — 
$V 0.05ml, ^m^y ?A 20mg ^P;!, 50° C ^T^»Lfc 0 UMWL\^ 

wtx-^ztox., *\zxm&vtc 0 ^mmznmvtco mk**?;-MmM 
5 u h y 5m g s^n*., mit^x 3 mmmwvtc 0 m-mm. 

m 4. 49mg &#fc 0 
MS m/e (ESI) 375 (MIf-CF 3 C00H) 
10 Hjfcffil 3 8 6. 7-(2-^ p p 7 ^;v)-Z-i2-^y-2-y^^-;V)-^-{\f^y P 
)V) -3, 7-S?fc KP7 P y ^-2, 6- ^ MJ 7 ^ P g^Bfeife 

7^^v7v^p K^ffiv>ta«fc«3 8 5h) tmmimmu mm^m^n 

MS i»/e (ESI) 465 (MH + -CF 3 C00H) 
15 ^MM3 8 7. 7-(2-^PP^3xc=.7V)-3-(2-^-^y-r ht: jf P 7 y >-Z-4 M - 
8- ( 2 2 ^- W /v) -3, 7- fc K g y y y~2, y HJ7;vt p -gEBfefc 
|ij3 8 8. 2-[7-(2-^ p P7x^;V)-2, 6- Wy-8-(^i?y-W 
M -1, 2,6,7-fb7bFP7°!J y-3-4 flA -4- 1 K p »V7*f y vVTV-y K 
b y ZZk^HH^ 

20 tt -7Pt- 7 ^fP7^ h^^V^T^Jfe^|3 8 5h)i^il«U 7- (2- 
7nn7x ^A") -3- (2-^ 77f7tKa77 V-3-^ A) -8- ( fcf^y ^-l->f 
/W)-3,7-^t KPyy ^-2, 6-S^y h y 7 [MS V<? (ESI) 431 (MH 
+ -CF 3 C00H)], 2- [7- (2-^ p p7x^;V) -2, 6-^^y-8-(t^7^^-H^)- 

1,2, 6,7-7" hy t KP7°y y-3--r;H-4-t Fp^v^y vtrvy Kb y 7 

25 ^PftWt [MS (ESI) 449 (MH + -CF 3 C00H) ] £#fc 0 

gMj 8 9 . 2- [7- (2-^ P P7x^)-2, 6-i?:frfry-8-(fcf*<? v^-W 
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^-NMRfaMMSO) 

5 6: 2.97-3.04 (m, 4H) 3. 22-3. 34 (m, 4H) 4.43 (s, 2H) 7.18 (brs, 1H) 7.4 
9-7. 59 (m, 2H) 7.62 (s, 1H) 7.66-7.71 (m, 2H) 10.90 (s, 1H) 
MS m/e (ESI) 404 (MH + -CF 3 C00H) 

mmm3 9 0. [7-(2-^ p p 7 ;h, 6-^t^y-8-(^^ ^ 

;v) -1. 2, 6, tz. h 7 1 k g ^ y y±j /k] §£H hJj g Sli 

10 a) 4-[7-(2-^ g g 7tt^)-3-^^^V^ ^/V-l-y 6-^^ y-2, 3, 

6, 7-fh7b Kn-lH-y P i^-l-^/l^VMfgB:/^/^;* 

4- [7- (2-^ a a7x^)-3-^ h^>#/W?~/vy ^/V-l-y ^vW2, 6-i^3f 
y-2, 3, 6, 7-fb7tKP -1H-^ y >--8— f v> ;Vi$ yiiH^f 

15 /Vcc* 7VV 87mg £ y ^ / —/V 2ml U 5N-7k^fl^ f V $ 0. 2ml 

b) [7-(2-^ P P7x^)-H tVV-2, 6-^3^-8- (1^7 S?^-W/W)-l. 

2,6,7-7f7tFP7°D m m mm b y zzk£ p Sli 

20 4-[7-(2-^ a n 7i^)-3-^/^>V^ ^/V-l-y 7^-2, y-2, 3, 6, 

7-x h7t Fn-lH-^y y-8-JMt°^7i/>-l-%/l'tf>nW = 7*^^X7 L 
;v 26mg Srhy^/^p^^^L, *Hlfc. »it«raSffi*i*3t«fr^ n^. 
h^77^(utiSU «f&ft-a^l0.73mgSr#fe. 
4l-NMR(d 6 -DMS0) 

25 6 : 3. 15-3. 18 (m, 4H) 3. 26 (s, 3H) 3. 46-3. 49 (m, 4H) 4. 80 (s, 2H) 7. 50-7. 
59 (m, 2H) 7.63-7.68 (m, 2H) 
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MS m/e (ESI) 419 (MT-CFjCOOH) 

mMM 3 9 1. 2-[7-(2-g g g Z^EMzlz2! ^-2, 6-v^^ y-8-(fc°^7 

^-H;i/)-i,2,6,7-7f7fc Kp^y ^-3->r/v]r-fe br^ k h v 2Jk£E 

5 a) 4- [7- (2-^ g g ^ ^^/V)-3-Tir h 7 ^ K-l-J* 5VW2, 6-v^ y-2, 3, 6, 7- 

rf7fc Kg -lH-y y /v] j/^-i-^/v^ ^h^h^/ke* 

4- [7- (2-^ P 0 7x^)-3-*/V#>^^ ^/V-l-^ 6-i?#*y-2, 3, 6, 

7-7" h7t KP-lH-7°y 1°^7 

/V- 53mg f7t KP77^M fc}^$f U b P ^)V7 5 f 0. 03ml, i7 P P 
10 fim^fr 0. 015ml ;tfc 0 mmz.X 15 U 30%7 l/^-tiMW. 0. 1ml 

b) 2- [7- (2-^7 P P7 ^^M-l-^^V-2,6-^^y-S-(\l e ^yi>y-l-^M-l, 

15 4- [7- (2-^ p p 7 * ~/P) -3-T*fe h75 K-l-7* ^-2, 6-i^-^r y-2, 3, 6, 7- 
7b7t KP-lH-yy y-8-^;v] ^^-l-^^^^^H^^^^^/v 

53mg lrby7;^p^ilMU tltfc 0 mm*&te%mmfcfc? h 

^77^ ~^X*t$Sl U ^WB^^ 23. 31mg £#fc 0 
^-NMRfaMDMSO) 

20 6:3. 15-3. 18 (m, 4H) 3. 26 (s, 3H) 3. 45-3. 48 (m, 4H) 4. 76 (s, 2H) 7. 50-7. 
59 (m, 2H) 7.62-7.68 (m, 2H) 
MS m/e (ESI) 418 (MH + -CF 3 CO0H) 

mrnm 392. [7- (2-^ p p 7 -2, e-i?** y -8- ( m°^< g 2 ^- w M - 
1, 2, 6, 7=g h 7 b Kg y°y y-w^gEBfe h y ta^pH^ 

25 4- [7- (2-i7 PP7j ~/V) -3-7* h */%>Vl£~JV* ^VW2, 6-v^^ y-2, 3, 6, 

7-7 t^t KP-lH-y°y ^-8-^;v] t'^^^^-l-TJ /v^m^H^/^^^ 
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MS /s/e (ESI) 405(MH + -CF 3 C00H) 

MMM 3 9 3. [7- (2-f PP7x ~^) -2, ZzlzZ^±Zkrgz ( ^2 

^y-H;v)-l 1 2,6,7-7f7i; KH^y ^-3->T/v]EEBfe HLZZk^gUM 
5 4- [7- (2-^ a P7x^;l/)-3-^ h^V^/l^—yM fvV-2, 6-i?t^y-l-7x 
^<7VW2, 3, 6, 7-ff7t Kn-lH-yy M fc 0 ^? v^-l-TJ/l^V^H 

:/^/V-ii;*7VV£:Jl^T, HJ60H3 9 Oa),b) ^il^lU ^llE>fb#^£# 

MS /z?/e (ESI) 509(MH + -CF 3 C00H) 
10 Hjfcffil 3 9 4. 2-[7-(2-^ P P 7x^)-2, 6-S?;fr3- y-1-7 ac:»fvW8-( tf^ 
7^-K^)-l,2,6,7-7h7b Kp/!Jy-3->f^]7tfT^ K h P ZZk 

4- [7- (2-^ p n7x-/W)-3-*;^^^ ^VW2, 6-^t^y-l-7x^f;W2, 
3, 6, 7-x h7t Kp-IH-T 0 !; ^-8— f ;V] t°^7 i^y-l-TJ/^^V^H^^/V^ 
15 *7VV£J1V>-C, H«!l3 9 la),b) £ IHa^fflU tI13te^£#fc,> 
MS iz?/e (ESI) 508(MH + -CF 3 C00H) 

mmm3 9 5. [7-(2-^ p p 7x^-1-^ w-(^7 ^y-K/v)]^ 7- 
^bKp/y ^-2, b y 7 p ill 

a) 2, 2-i?y ^vl^P [7-^ vW-2, 6-^^-^ 2, 6, 7-ff7b K 

20 P7°D M * ^Vl^c* 7VV 

8. 66g & N,N-v?^fW^7^ K 300ml KWfflh, 
fcmfc*fhV !7A 1.57g N ^PP^f/Vt77W-b 7.7ml ^P^L, ^mt?^ 

25 p-^ hyyyj-Kxmmu ^y-y-mt^flr v.i m-m^mx*). mmt 

&m 2. 66g £#fc 0 
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'H-NMRCCDClg) 

6:1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 
8.18 (s, 1H) 

b) 2, 2~i?t K°Jr s sWt [7-^^/Wl^ fvW2. 6-i>$-*y-L 2, 6, 7- 

5 xhyfcKpyy y-z-4 ;V] * ^jVz^^y-jV 

2, <f-;vzfv M'Jrvm [7—0^-2, 6-^^y-l, 2, 6, 7-fb7tKo 
~7 V y-Z-JM ^ J-;V^^;V 2. 66g & N, N-^y 5 K 30ml \ZL&M 

U &m*D !7A 1.6g, 3~K**V 1ml SrJp^ M^*Wai#Lfc. 

10 ^T«U **|»*Lfco ^^xyT?HJf a i/-j/ 3 yu 

ttflBftl'&fe 2. 16g £#fc 0 
^-NMRCCDCla) 

6:1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 
7.57 (s, 1H) 

15 c) 2, 2-V* f;^/p \?3r>m [1-y tvV-2, 6-v^ y-l, 2, 6, 7-g Kg t Kp 
2, 2-v>y ^vK/ta n-^Z/VAs-l-* f-;V-2, 6-i?#* y-l, 2, 6, 7-7" 

h 7 1 Kn^y y-3— r/v] ^^t/I'&jiv^ njfe^j 3 8 5 d) t 
m u mmt&m 2. i6 g %mtc 0 

20 *H-NMR (CDCI3) 

6:1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H) 
d) 2, 2-^y yvl^P K°$-ym [7- (2-? p p7x^)-1-^ tvW2, 6-^^ 
y-l, 2,6,7-7h7bKP^!) /V] y ^vlcn* g /V 

2, 2-vM yv^:/* >^ [l-y ^/V-2, 6-vbf-^ y-l, 2, 6, 7-x b 7 t Kn 7° 
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e) 4-[7-(2-^ g 13 7jl =z;l>) -3- (2, 2-vM f^/V^i^ fvM- 

l-# ^MB^tv)^* 7/^ 
2, 2-vM f;t//n tr^-^H [7- (2-* p p 7cc-/V)-l-y fvV-2, 
5 2,6,7-7 b7t Ko^y^-S-^/Ul^^a^^SrfliV^ H2t0!l3 8 5f) t 

f) 4-[7-(2-7 g g :7 3^/V)-l-7< ^/V-2, S—^^y-2, 3, 6, 7-7 b9t Kp- 

4- [7- (2-7 p a 7^~/V)-Z-(2, 2-^y ^/V-7"n f^/l^^y ^/W-l-y 
10 <7VV-2, 6-^t^y-2, 3, 6, 7-7- h 7 t KP-lfiK/y b^^y-l-* 

'H-NMR^-DMSO) 

6:1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (d 
15 t, J=1.6, 7.6Hz, 1H) 7.53 (dt, J=2.0, 7. 6Hz, 1H) 7.63 (dd, J=2. 0, 8.0Hz, 
1H) 7.65 (dd, J=1.6, 8.0Hz, 1H) . 

g) 7-(2-^PP7 J i^/V)-l-y^;P-8-(lf'^<7^^-l->r^)-3,7-^b Fp^ 

4- [7- (2-7.D xi ~;V) -l-y f-/U-2, 6-^^-dr y-2, 3, 6, 7-7 b 7 K P ~1H- 
20 ^-8-^/V] t 0 ^7v ? ^-l-^^^m^H7^^3l7.7/^fflV^T, 

3 9 lb)£|lilK:#L:ffiU ^lBft^£#fco 
^-NMRfaMMSO) 

5 : 2. 95-3. 03 (m, 4H) 3. 14 (s, 3H) 3. 23-3. 34 (m, 4H) 7. 49-7. 62 (m, 2H) 7. 
66-7.71 (m, 2H) 10.90 (s, 1H) 
25 MS m/e (ESI) 361 (MFf-CFsCOOH) 

Hi 3 9 6. 7- (2-7^-/1-) -3-^^-1-y f2kzgl ( ^7 E^zW ^) "3. 
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7- fc K g 7° y ^-2, 6- ^ ^ hV7 }VHr p 

a) 2, 2-v^ fyl^g tf [7-(2-^^7V)-l-^ 3~;V-2, y-1. 2, 

2, 2-£M ^-;v?v [i-p< fvv-2, 6-v^dr y-i, 2, 6, 7-r h 7 fc F n 7" 

5 y ^-3-> i ;V] * ^acc^tvV 1. 871g & N, N-v^ f;l/*;VAT^ F 30ml Xti&M 

u %m%V'}& i.5 g , 2-^^/^p^ k o.7mi s^n^, mm^xm^.^ 
h?77j-Kxmmu ^-ty-mm^^ 3:2 ^w^-pu^k ^iB^-a^ 

10 2. 12g£r#fc 0 

b) 7- (2-:/^~;v) -l-j* tVv-3, Ko/y y-2, 6-i?# y 

2, 2-v^ fvK/n t^y^ [7-(2-^-/l-)-l-^ ^vV-2, 6-v^3r y-1, 2, 6, 

7- t h 7 1 F* y y-z-4^1 * T'A'X.XTA'&m^T* 3 9 5 f) £ 

15 'H-NMRCCDCls) 

6:1. 91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10. 62 (s, 
1H) 

c) 4-[7~(2-zf?-~M-l-m-2, 6-i?**y-2, 3, 6, 7~X f7t Kp-IH-^U 

20 7-(2-^^)-l-^^-3,7-v ? fc Kn^!? ^-2, 6-> ? ^>'^fflV>T, MMM 
3 9 5e)fc»feIU tIiEfl^£#fc 0 
1 H-NMR(CDC1 3 ) 

6:1.48 (s, 9H) 1.83 (t, J=2. 4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.5 

8- 3.60 (m, 4H) 4.87 (s, 2H) 9.68 (s, 1H) 

25 d) 7- (2--?^~M -Z-^;V-\-* ( tf^ g ^ W AO -3, 7-i? Fp 

y° y y-2, 6-i?# y z/k*E mtH 
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4-[7-(2-^^/V)-l-^^-2,6-> ? ^^y-2,3,6,7-r hyfc Kn-lH-yy 

5h) t mm\z$mu mmk&m%mc 0 

MS m/e (ESI) 331 (MlT-CFsCOOH) 
5 mMM3 9 7. 7-(2-^^^/V)-3-^^^/Wl-^^-8-(l: 0 ^y ^V-W/U)^, 

^-NMR (CDClg) 

8 : 1. 83 (t, J=2. 4Hz, 3H) 3. 03-3. 06 (m, 4H) 3. 38 (s, 3H) 3. 38-3. 41 (m, 4 
10 H) 4. 84 (q, J=2. 4Hz, 2H) 5. 21 (s, 2H) 7. 26-7. 30 (m, 3H) 7. 52-7. 54 (m, 2 
H) 

MS We (ESI) SOSCMir-CFgCOOH) 

mmm3 9 8. [7-(2-^f^)-i-^w,6-^^y-8-(bV7^y-i--f 

;v)-\, 2, 6, 7-7b7b Kp 7 V ^-3-^T/v]^^ ^a^c^tvv h y 
15 MM 

:/p^g^^£J^Tll;li#!l3 9 6d) i:»MU ^I2^^^#fc 0 
^-MflKCDClg) 

6 : 1. 84 (t, J=2. 4Hz, 3H) 3. 00-3. 03 (m, 4H) 3. 34-3. 36 (m, 4H) 3. 40 (s, 3 
H) 3.79 (s, 3H) 4.78 (s, 2H) 4.84 (q, J=2.4Hz, 2H) 
20 US m/e (ESI) 375 (MlT-CFgCOOH) 

mmm 3 9 9. 7- {2-^=-;v) -%- 9 s9 n 7*^^-1-* ^-8- ( \i°-<y v^- W 
;v)-Z, 7-S?fc Kn^y y-2, 6-v^^ h y y^^mMM ^ 
4-[7-(2-7 > >^/V)-l-^ fvW2, 6-v?^-dr y-2, 3, 6, 7-fb7t K^-lH-^y 

25 /PAT ^ K 0. 4ml l^fif U !> tf A 10mg N iX^ a $ K 0. 01ml 

*Mx.. 50° c ^-c«»#ufc 0 sjs^^@i^^^-c«l s ^mmzrn 
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•?vjf77j ^xmm u wmt^o 3. 72 mg 

US m/e (ESI) 357 (MH + -CF 3 C00H) 

Hi 4 0 0. 7- (2-7*^ ~M -3- (2-X f7bFP77 ~M * f/Wl-^ g^W 
5 8- ( g j? y±j /V) -3, 7-S? b KP^y ^-2, 6-^ > h V 7 g jji 

^-MRCCDClj) 

8 : 1.70-1.77 (m, 1H) 1.84 (t, J=2.4Hz, 3H) 1.88-1.93 (m, 1H) 1.97-2.06 
10 (m, 2H) 3.01-3.04 (m, 4H) 3.34-3.36 (m, 4H) 3.39 (s, 3H) 3.77 (dd, J=8.4, 
14.0Hz, 1H) 3.92-3.97 (m, 2H) 4.19 (dd, J=8.4, 13. 6Hz, 1H) 4.45-4.50 (m, 
1H) 4.83 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 387 (MH + -CF 3 C00H) 

MMM 4 0 1. 2-[7-(2-7*^~/V)-l-* <?)V-2, 6-i?#* y-8-(fc"^7 
15 4 M -1, 2, 6, tz. b 2 t K g 7° y y-3-^T ;v]Tt K hJ ZZk^Hfflljl 

*IHMR(CDC1,) 

8: 1.68 (t, J=2. 4Hz, 3H) 3.15-3.19 (m, 4H) 3.23 (s, 3H) 3.46-3.51 (m, 4 
20 H) 4.55 (s, 2H) 4.71 (q, J=2.4Hz, 2H) 6.00 (br, 1H) 6.91 (br, 1H) 
MS m/e (ESI) 360 (MH + -CF 3 C00H) 

mmm 402. n-(2-^=-M-i-^ ^-2, 6-v^^ vs-p*^? 2>zi=d 

;v) -l, 2, 6, 7-7^ F7b Kp/D M 7 ^ ^ygElfe ;* 7.*r;v hV7 

25 2-yn^-7m^/V^^^aiXx;W^ffiV^T^2if!l3 9 9 ^MIU 
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^-NMRCCDCl,,) 

5 : 1. 83 (t, J=2. 4Hz, 3H) 3. 02-3. 05 (m, 4H) 3. 36-3. 38 (m, 4H) 3. 37 (s, 3 
H) 3.80 (s, 3H) 4.82 (q, J=2.4Hz, 2H) 6.50 (s, 1H) 7.30-7.32 (m, 3H) 7.6 
5-7.67 (m, 2H) 

5 MS m/e (ESI) 451 (Mlf-CFjCOOH) 

Hj&ffj] 4 0 3. 7- {2-^f-^M -3-7° P fcVWl-^ *f-;V-Z- ( y V ;V) - 

3, 7-i? t: F p 7 V y-2, V ;Vir p %m.M. 

3-F7 P P/^£/]^T|£;!&fli|3 9 9 tmM\mmU ^IB^^^#fc: 0 
MS m/e (ESI) 345 (JfflT-CFsCOOH) 
10 0 4 . 7-(2-^^/V)-3-(2-^-^ry-2-y^^^)-l-^^/W-8-(t 8 ^ 

7 ¥ m -3, 7- i? b k p -f v >-2, 6- y hi yjk* p B^m. 

^-NMR^DCls) 

6 : 1. 85 (t, J=2. 4Hz, 3H) 2. 96-2. 99 (m, 4H) 3. 28-3. 31 (m, 4H) 3. 41 (s, 3 
15 H) 4.85 (q, J=2.4Hz, 2H) 5.48 (s, 2H) 7.50-7.54 (m, 2H) 7.61-7.65 (m, 1 

H) 8.02-8.05 (m, 2H) 

MS m/e (ESI) 421 (MHM^COOH) 

O 5 . 2-[7-(2-^^^)-l-^ ^;W-2, 6-i?$-*cy-8-(K 0 ^7i?y-l- 

d M -l. 2,6,7-fb7tKp^!) M -fut'jr ym^^ * 7vv hV 

2-^p^7 B Pt 0 ^ym^;^^v^T^W!l3 9 9 ^«|:«iiu 

1 H-NMR(CDC1 S ) 

6 : 1. 23 (t, J=7. 2Hz, 3H) 1. 70 (d, J=7. 2Hz, 3H) 1. 84 (t, J=2. 4Hz, 3H) 3. 
25 00-3. 03 (m, 4H) 3. 33-3. 37 (m, 4H) 3. 38 (s, 3H) 4. 15-4. 25 (m, 2H) 4. 85 (q, 
J=2.4Hz, 2H) 5.43 (q, J=7. 2Hz, 1H) 
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MS m/e (ESI) 403 (MH + -CF 3 C00H) 

IfejfeflN 0 6. 7-(2-^f^V)-3-(2-t^y-7f7b K P 7 7 >V) -1- 

)H-NMR(CDC1,) 

5: 1.84 (t, J=2.4Hz, 3H) 2.59-2.68 (m, 1H) 2.69-2.91 (m, 1H) 3.01-3.03 
(m, 4H) 3.34-3.37 (m, 5H) 3.38 (s, 3H) 4.39-4.45 (m, 1H) 4.68 (dt, J=2. 8, 
10 9.2Hz, 2H) 4.84 (br, 2H) 
MS m/e (ESI) 387 (Mf-CF 3 C00H) 

mifaM 4 0 7. 7- (2--f^M -3- (2-cc )> ^ *S^M -1-^ ^/l>-8- ( tf^<7 

M -3, 7-^ b Kg 7 y ^-2, 6-v^ ^ v y 7 /l^-g g^fifeiS 

15 £#fc 0 

^-NMR^DClg) 

6 : 1. 16 (t, J=7. 2Hz, 3H) 1. 83 (t, J=2. 4Hz, 3H) 3. 01-3. 06 (m, 4H) 3. 33-3. 
46 (m, 4H) 3. 39 (s, 3H) 3. 58 (q, J=7. 2Hz, 2H) 3. 77 (t, J=6. OHz, 2H) 4. 26 
(t, J=6.0Hz, 2H) 4.85 (q, J=2. 4Hz, 2H) 
20 MS m/e (ESI) 375 (MT-CF 3 C0OH) 

Hjj#J 4 0 8. 7- (2-7*?-~/U) -3-4 77°* fc°/Wl-^ ( vV-1- 

^ AO" -3, Kp/U ^-2. 6-i?;t ^ by 7/1^- p @T^& 

2-H-K^P/^£J^Tll;li#]3 9 9 ^I^K^SU ^12^1^&#fc 0 
MS m/e (ESI) 345 (MT-CFgCOOH) 
25 4 0 9. 7-(2-:/^~/V)-3-(3,3- y 7^M-1-^ ^-8- 

^^-1-^7^-3.7-^ b Fp^y b y ^/loj-pgE^jg 
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l-^t^t^any&jsv^ mmms 9 9 tmmimmu mm^mzn 

MS m/e (ESI) 401 (MH + -CF 3 C00H) 

Hi 4 10. 7- {2z?±~M -1-* gvwji (2-^-^ y b° n y ^ /V) -8- 
5 ( y i? ^-1-4 M -3, 7-^ M K n 7° U ^-2, 6- v^l y tftBfe£ 

^-NMR (d6-DMS0) 

6 : 1. 80 (t, J=2Hz, 3H) 2. 32-2. 48 (m, 2H) 3. 17 (s, 3H) 3. 20-3. 55 (m, 10H) 
4.96 (q, J=2Hz, 2H) 5.14 (t, J=10Hz) 7.94 (brs, 1H) 9.04 (brs, 2H) 
10 Hjfcff!)4 1 1 . 7-(2-^^7V)-3-(2-^ bar>>xf/U)-8-(l:V7^^-M 
/10-3,7-v^ FP/y ^-2,6-^^ h V 7 

a) 4-[7-(2-:/^~A')-l, 3-tr^>-(2, 2-v^ ^-/^ ^/V)-2, 

y-2, 3, 6, 7-<r b g b Kp-IH-7" U ^-8->f ¥^lZ 

15 2, 2-i^y ^vK/ta tr^-^Sfe[3-(2, 2-i?^ f/u/n \?3r~;v**i/* f-;v)-2, 6- 
^y-2,3,6,7-f h9t Kn^U X-W/KM^VW^TVV l.Og, 1-^n 
^e-2-^y 0. 28ml, &7fc#gft;fr !l!)A0. 73g N N, N- f;V*;VA7 $ K 15ml 

20 20-30%^ni^/V/^^^^V^TV!; XtfAftlJ&tW h^77^-fl 
U 2, 2-i^y <f-;V7u t°^-y^[7-(2-^^/V) -3- (2, 2-$^ ^/K/p 
^ ^ fvl") -2, y-2, 3, 6, 7~X h 7 t K P 7" U W /W] * ^Vl^* 

<T?V 1. 06g £#fc 0 

■r <D±M, N-7 Pn=i/^^^ K 390m g> N.N-i^^^/V-^/^T S K 5ml <D 
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U 2, ^-;vzfn \?3r^n-(2--?3-=-;V)-%-? n n-3-(2, 2-vM f^/n 

tr^rz/^^i/^^/^^e-^^y^s.e,?-^ by t Kn^y ^-w/v]y 

^•/Vrc^x/V 1. 18g £#fc 0 
5 z<d±As \f^y frtf-yWffi^zff-'i'^xT/i' i.4g ©*ft£4fe& 15 

0 o CO$tfS* 30 ^P^Wbfdo &JS^£ 20-30%^m^^/-^f-^5rffiV> 
T V y # ^/V* 7A^nvf^7^ U ^IE^^ 1. 34g &#fc 0 

\ 

\ 

'H-NMRCCDCls) 

5: 1.18 (s, 18H) 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.36 (t, J=5Hz, 4H) 3. 
10 58 (t, J=5Hz) 4.86 (q, J=2Hz, 2H) 6.02 (s, 2H), 6.03 (s, 2H) 

b) 4-[7-(2-^^/V)-l-(2, 2-v?y f/^P ^;V)-2, 6-v^ 
3r y-2, 3, 6, 7-y h y t: Kg-lH-:/y ^-8-^/R] tf^y ^-l-TJ^V^fgHT* 

4-[7-(2-^^-^)-l, 3-tf*-(2, 2->>y f^/P tf^/V^v'y f-A>)-2, 6- 

15 y-2, 3, 6, 7-7- h 9 1 Kn-iH-y y y-8—r tXy 

E7Y^x^f^ 0. 63g &Th7tKP77^/ 4ml *5 J;^ * / —/V 2ml <£>21^ 
JSltlC»#U ^TiffV^P [5.4.0] ^xi?^ 0.18ml ^p^. N ittiH^ft 

U ^■frJHftfil^*' (l:5)^m^®J: 9 ^IB^^I 0. 29g £#fc 0 
20 'H-NMRCCDCls) 

6: 1.19 (s, 9H) 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37-3.39 (m, 4H) 3. 
58-3.60 (m, 4H) 4.86 (q, J=2.4Hz, 2H) 6.00 (s, 2H) 9.08 (s, 1H) 

c) 7- -3- (2- b * -8- ( g 2 ^~ W ^) ~3, K 

g y" y y-2, > b y zzk£ p iEBftfc 

25 4- [7- (2-^^/1^) -1- (2, 2-v?^ f^7°o fc^-A^df v-y ^/V)-2, 6-v^^ 
y-2,3,6,7-x hy t KP-lH-yy t^7^y-l-^/^>lIH7'f 
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/Vcn^x/V 50mg tS&TfifikWt* 15mg % N.N-^W^AT^ K 1.2ml 

KmMU 2-^P^xf;Hf ;wx-f /H2/{1 ^ifc 6 60*0^2 B#rS8l#L 

ftiM**ififcik mmz^y*?fr*yj*?*^h?y7>(~fcxmmu 

5 ^*-ty-mm^M2:imMftm£ U 4-[7-(2-^-/V)-l-(2, 2-^^/1^ 
a tf^/Kt^;* ^/V)-3-(2-^ b 3ri^^)-2, y-2, 3, 6, 7-r b 7 

t Kn-lH-yy ^-S-^/^lf^y^^-l-^/V^V^H^/^XT/i'^^Co 
ftV->T?#fe^fc 4-[7-(2-^^/V-)-l-(2, 2-i?^ fvK/n \?Or~)Vik**S* 
;V)-3-(2-^ b ^^^V)-2, y-2, 3, 6, 7-x >7t K^-lH-^y ^-8- 

10 ^^-l-^^y^H^^/^^^/V^T b 9 fc Kn 7 7 f 1. 0ml 

UX 1 RSHRIfcttLfc. EJfctt* 2HimKX*ftiU &M^MzXtt\mV1t'&s 

^mm % m^mm^ >?**y*?^ xmm. l tc 0 *n*«*u 4-[7-(2-^=*)- 

3- (2-3: b dri/ac^)-2, 6-^* y-2, 3, 6, 7-fb7t Kp-UK/P V-8-^/l/| 
15 t^y^^-l-TJ^^V^H^/^^x^^^c #btbfc: 4- [7- (2-^^ 
;V)-3-(2-^ f. ^ v-^^)-2, 6-v>^ y-2, 3, 6, 7-T" hyt Kn-IH-:/ ^-8- 
-T/V] fc^y^^-l-TJ/^V^H^^^^T/w^ 1/4*B^*£ b y 

o.5mi \mmu $m\zx zo^mwvtc 0 mt&m&vft^ mt<o^ 
m%mmn<D%y&xmmmmh vx*-r± h-hv^-hv y 
20 rn^tc hplc \zxtiim u m&it&m 3. 2m g *mit 0 

MS m/e (ESI) 361 (MT-CFjCOOH) 

Hjfeffj] 4 12. [7- (2-y*^M -3- (2-j: b ^rl/^?V) -2, y-8- ( b° 

v^-W/i^-2, 3,6,7-fh7bKP7°!) A^&Wt* ^/Vji^x/v 

25. 1 l-c)-C#b*lfc 4-[7-(2-^=/V^)-3-(2-3t h^^^/W)-2, 6- 

v^3r y-2, 3, 6, 7-fb7t Kn-lH-^y ^-8— T /V] t°^7 i^^-l-TJ/^V^ 
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H^fvVo^TVVCD 1/4 ftSitfcitWftlfcfr y >7i» 7mg & N, N-S?* TvftoM'A 

«SJf Sr^tLfc^ h V 7;V*uffigt 0.5ml fc»j*U ^St-T 30 # 

TK-T-feh^hy/v-MJ^^nftBft^SrffiV^ HPLC ^HEte^ 
3. 2 mg £#fc e 

MS */e (ESI) 433(Mir-CF3C00H) 

mtfom 4 13, 7- (2-:/^~/W) -3- (2-3^ h 3? j/^f-M -1- y-2-7 ~ 
MSi»/e (ESI) 479(MH + -CF 3 C00H) 

15 mmm 414. [7- (2-^^-^^) -1- (2-^ b * -2. 6-^** y-s- ( ^ 
g i^±j ;v)-i, 2, 6, 7-t h 7 1 Kg y ^-3-^r jdUM^ gvk^xzk h y 

a) 4-[7-(2-^^/W-3-(2, 2-i^ ^)Vfxi M°#^;l>$- 6-i?# 
*y-2, 3, 6, 7-x b7t KP-lH-^y >V\ \*^*Jls-l-jJA'i£'yW&'='7 

4-[7-(2-^^^)-2, 6-^^ y-2, 3, 6, 7-x b 7 t K^-lH-^y ^-8-^;^] 
^^-l-^/v^V^H^^/V^^T/i^ 1. lg & kTflfcM* y "7 A 0. 43g & 
N, N-v^ fvWJjvVAT ^ K 15ml U OO^ ^/V tV^ V~ b 0. 60 

4to 0. 57g &#fc 0 



WO 2004/028524 



PCT/JP2003/012075 



- 2 0 9 - 

^-NMRCCDClg) 

8: 1. 18 (s, 9H) 1. 49 (s, 9H) 1. 83 (t, J=2. 4Hz, 3H) 3. 33-3. 36 (m, 4H) 3. 
57-3.59 (m, 4H) 4.84 (q, J=2. 4Hz, 2H) 5.99 (s, 2H) 7.72 (s, 1H) 

4- [7- (2-7*?-— As) -3- (2, 2-£M f/^P fc^^/V^S^ ?W)-2 f 

y-2, 3, 6, 7-7" h 7 1 Ko-iH-yy y-8->r^] t^y^y-i-^/v-^^^H^^ 

;H^T/> 40mg j8i^|* y 9& 17mg & N,N-^f/l/*M7 5 K 1.5ml 
fc»A¥U 2-^n ^-a^/io^wn— tvw- 14^ 1 ^tlx.^ 0 60°CT* 5 R£|^3f #L 

^^-^^^(1:1)^^1® <fc 9 4-[7-(2-^^)-3-(2,2-v ? p<^7 P ia 
fc^s/Vo^^ ^)_ 1 _(2-az h *ci/^;V)-2, 6-i?#*cy-2, 3, 6, 7-7 1 h 9 t 
Kta-lfiK/U t°^<7^^-l-^/V^^0Hy^/^^7 i /V'^#fc: o 
15 #CV^#£>frlfc 4-[7-(2-^^/V)-3-(2, 2-S?7* f/^P ^ 
;^)-l-(2-^ Y* 9 sx&fi>)-2 t G-i?jr*y-2, 3, 6, 7-x b 9 t Kn-lH-^P ^-8- 
^ ;H t s ^7 yilH^f /V'x^ f;H:7 b 7 1 Kp77^ 1.0ml 
feJ:^^y-^0.5ml©jl^^Kl«#U **^hP ^ASmg&flP*., £ 

20 wtom&m*ffl&^y*isv*T*tmu mm*%£vtc 0 mbtitmmtt n, 

N-^fMM7^ F 1ml fcl*#U 9& lOmg fcil^/u^g^ 

7^/HO/tl £#P;ifc 0 £ffl-r?2i$ra!H#Ut& % ftH^/u»J:*r*3RU zM-T 
SfcfrLfco tfWife»*Lfc|i, b P 7/M-nSffli0. 5ml ML 

fcT 30 #»Lfc 0 LfcSU B^¥#*£$*im^#7ATi£tfJ 

25 LT*-Ti? b~ h y A- h y ^/^ngl^&JB^fc HPLC fcT*&£4U 

aUBfb^ 6. 2mg £#fc 0 
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MS m/e (ESI) 433 (MH + -CF 3 C00H) 

4 15. T7-(2-:/^/l-)-2,6-i^^ y-l-(2-#* S B2k^±2k±3k 

( i?y-l-4 ;V)-1.2.6.7-^ h7tFo^U Mffik* J-;V^* Tjk h 

MS m/e (ESI) 479 (MH + -CF 3 C00H) 

Hjfe^l4 1 6. [7-(2-^^)-2,6-^^y-l-(2-7^^^)-8-(b 0 ^7-^ 

10 a) (7-^0^/1-2, y-1. 2, 6, 7-y 1 b^tKP^g AO SEfifeJ^ 

7-<V^/W3,7-i?t Kn^y y-2, 6-^-^3. Og N M&$m% V *? A 2. O g> N, 
H^f^#M7 5 K 60ml <Dm&W& 40X><DiAfe*1ptoW&ffiV^ .^n^gfflfc 

^*V*AT?*fc^Jte*J|tLfc. 20-40% (20%2-7°P^/-^/^m^ 

3vv) /^f- ^T^> V % ffr* y^wWy7 j -*t$g U Mfc-a* 1. 
3g £#fc 0 
1 H-NMR(CDC1 3 ) 

20 .5 : 1. 28 (t, J=7Hz, 3H) 4. 23 (q, J=7Hz, 2H) 4. 78 (s, 2H) 5. 04 (s, 2H) 7. 
.31-7.39 (m, 5H) 7.51 (s, 1H) 8.01 (br. s, 1H) 

b) [7-s<>Z?/l/-l-(2-7^~sV^3-M-2, G-i?#* y-1, 2, 6, 7-r Kg fc Kg ^ 
U ^-3-^/V-]^^^/^^x/V 
(7-^yv?/W2, 6-^4 y-1, 2, 6, 7-x h 9 t Kn 7°y ^-3-4* AO Mfcr.fvl' 
25 x^f/V 300mg N MTkfitWtX 250mg, 2-:/t» j e3^yW<>"tf ^ 0.25ml N N, 

N-^W/^T^ K 5ml <Dm&m% 50X^(0^^ 2 ^W»0l#L^o £ 
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^7KT*^5fev^ N mfcim-??*^ j*-vmm&m&mmvtc 0 mm* io-2o%<2 
^ Htiiu mmi^m 366m g &#fc e 

5 'H-NMR (CDC1 3 ) 

6 : 1. 29 (t, J=7Hz, 3H) 2. 95 (t, J=8Hz, 2H) 4. 22 (t, J=8Hz, 2H) 4. 24 (q, 
J=7Hz, 2H) 4.83 (s, 2H) 5.48 (s, 2H) 7.17-7.39 (m, 10H) 7.49 (s, 1H) 
c) [7- (2-7^^/10-8-^ p n-l-(2-7 x.~;V^/V)-2, 6-^^ y-1, 2, 6, 7- 
xhybKoyy ^-3-^T /R] -r 
10 [7-^y^/Wl-(2-7^^;V^^)-2,6-^^y-l,2,6,7-7 1 h7t Kn^y 
y-3->f ^l^^^^x/V 366m g> 10ml <^^3t-M$£i;© 10%/^ 9 i? 

mm^Bm 32o mg &mc Q z<Dmmmm±m:, m^m^ 26o mg% i-^a 

^E-2-^^y 0.1ml, NJ-^^W^isT^ K 5ml (Dm^^MUX 2 

is- wltc 0 Rj^m^mm^^xwkx^u m^^^iavtc 0 %mmz 
Am, $m^m^xm\ m*mm^?*i'tJ*xnm&mj±mmvtc 0 mm* 

0m g ^#>JC&#fc 0 ^(DmVmW^M, N,N-^fWA7^ K 3ml, 
PP^t^ 5 Kl20m g om^^mTl^»#bfc 0 ^^^m^ 

20 /k 7X-c^i±ju «Ji&7k^ isfo^7X-e^^ N ii7Kam^^^!7AT^ 

#mMffit$iLfc 0 20-30%^^^/^^f-^T->y^^77 7A^ 

^^^77^ u mmit&m 273m g £#fc 0 

'H-NMRCCDC^) 

5 : 1. 31 (t, J=7Hz, 3H) 1. 82 (t, J=2Hz, 3H) 2. 94 (t, J=8Hz, 2H) 4. 21 (t, 
25 J=8Hz, 2H) 4.25 (q, J=7Hz, 2H) 4.78 (s, 2H) 5.09 (q, J=2Hz, 2H) 7.19-7. 
24 (m, 1H), 7.26-7.33 (m, 4H) 
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d) 4- [7- -3-^ b } yjf s - ^ ;V -i-i2-y £ z=.)V^=f-)V) -2. 

[7-(2-7 f 7 c -/^)-8-^ n o-l-(2-7*=/Pxf;l')-2 ) 6-v^y-l, 2, 6, 7-f 
5 t KP7°y ^-3-^/^]^^^^^^/^ 273mg, t°^7^^-l-^/^X 

SliH^x^f/V 360mg (Dm&m% 150^^^^^ 30 frMWiVtCo 
£ 20-30%^^^^/^^rf - XT? f s V iJ ffrj] 7 ^nYf^ 7 7^ -ftU U 
fiH&fk^ 320mg ^#fc e 
^-NMR^DCls) 

10 8:1. 30 (t, J=7Hz, 3H) 1. 49 (s, 9H) 1. 84 (t, J=2Hz, 3H) 2. 93 (t, J=8Hz, 
2H) 3. 33 (t, J=5Hz, 4H) 3. 57 (t, J=5Hz, 4H) 4. 19 (t, J=8Hz, 2H) 4. 25 (q, 
J=7Hz, 2H) 4. 76 (s, 2H) 4.86 (q, J=2Hz, 2H) 7.19 (t,' J=7Hz, 1H) 7.25-7. 
34 (m, 4H) 

e) [7-(2-^cz/w)-2, &-^ir^y-i-(2-y ^^/v)-s-(^9^>-i-4 M- 

15 1, 2,6,7-7b7bFP7 J y )V\ mfc^fr ^ TlV mfeM. 

4- [7- (2-zff-~/l>) -3-^ h 3c*y%7Vi$=^;V* *?-;V-l-{2-7 ^^;V^f-;v)-2, 6- 
my-l ) 2,6 > 7-Tb7t FP7°y y-8-^/V]tX7>;y-l^M>i^£7' 
^o^TVl- 27mg. h y :7/l^nf^ 0. 25ml ©S^Sr 30 ^It«Lfc 0 

20 ti^7A^o-=rh^77^ -mm u mmfc&m nm g %mc 0 

^-NMRCde-DMSO) 

8 : 1. 22 (t, J=7Hz, 3H) 1. 82 (t, J=2Hz, 3H) 2. 80 (t, J=8Hz, 2H) 3. 22-3. 2 
8 (m, 4H) 3.46-3.51 (m, 4H) 4.05 (t, J=8Hz, 2H) 4.17 (q, J=7Hz, 2H) 4.69 
(s, 2H) 4.96(q, J=2Hz, 2H) 7.19-7.24 (m, 3H) 7.30 (t, J=7Hz, 2H) 
25 mM&\4 1 7. [7-(2-^^)-2,6-^^y-l-(2-^^-%^)-8-(^7^ 

y-i-^ /V) -l, 2,6,7-ff7tKP7°y y-z-4 m mm. mmm. 
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y-1, 2, 6, 7-7h7b KP^y y-8-^;V] bX7i?y-l-^;V^>ii£7'^x 

4- [7- (2-Zf3-~A>) -3-^ b i/% /V/tfrvVy *?)V-\- (2-7 x -/l^^/V-) -2, 6- 
5 y-1, 2, 6, 7-r h7t FP^y f /V] bV<7 v^-l-tf/l^V^ilHT' 

^/WcXtvV lQOmg, y — 3ml, lN-*BfcfbT- b !> 7 A>Jc»JR 0. 5ml 

50 e, C£>»?£* 2 B#^M»#Lfc 0 R^K: lN-:Egfeki89fc*: 0. 55ml to^ 
ffiWi^/K tKt*»WU «jf&7X&s &ffcfeSfokT?ifeK MTK^m^^v- 

^AT?«*»»EE«»U »«*^A^^^^T»»*-fbbT*|BflS'a^ 166mg 

io %mtz. 0 

1 H-NMR(CDC1 S ) 

5: 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 2.93 (t, J=8Hz, 2H) 3.34 (t, J=5Hz, 
4H) 3.58 (t, J=5Hz, 4H) 4.19 (t, J=8Hz, 2H) 4.82 (s, 2H) 4.85 (q, J=2Hz, 
2H) 7.19 (t, J=7Hz, 1H) 7.24-7.33 (m, 4H) 

15 g) [7- (2-y^~/H -2, G-i?** y-i- (2-7 -s- ( ^7 M- 

4-[7-(2-7^~/V)-3-#/l'#>v'y (2-7 3i cvl^^/p) -2, 6-^^ 

y-1, 2, 6, 7-rf7t Kn7°y ^-8-^;Wj fc°^7^-l-#/P#>^||H79vl^ 
*7VV 22mg &J^T, H»J 416e)i !3ttK2g&fb£tt 2. 2mg &#fc 0 
20 1 H-NMR(d6-DMS0) 

8: 1. 82 (t, J=2Hz, 3H) 2. 80 (t, J=8Hz, 2H) 3. 23-3. 28 (m, 4H) 3. 46-3. 53 
(m, 4H) 4.05 (t, J=8Hz, 2H) 4.59 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.19-7.25 
(m, 3H) 7.30 (t, J=7Hz, 2H) 

MMm4 1 8. 7-(2-7^^/V)-3-[2-^-^y-2-(t°P V M ^)V\-\- 

25 (2-7rc^^V)-8-(t: 0 ^^^^-W^)-3.7-> ? t: Kpt^ y-2,6-i?*y mSk 
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y-1, 2,6,7-fh7t Kn^y >-8-j ?V\ If^S^-l-jfr/VtfVlHIH^/Wn 
*7VV 20mg N i^^/H^S'T^ K 8/f 1 N x.<?;VT % V 10 /i l s y V s 
^20^1, M,N-^W;^75 K 0.3ml Ojfi^ifetrM 3 H WigcflLfco H 

&£fc*a?ifcv\ aHLfc 0 h y 7>vir*mWL 0. 5ml fc&P*., M*C 30 ft 

SrffiV^Tjiffi^ 7A^Yf^77^ -MM U m&lk&to 3. 2m g &#fc 0 
^-NMRCdS-DMSO) 

10 5:1.76-1.84 (m, 5H) 1.95 (quint. J=7Hz, 2H), 2.79 (t, J=8Hz, 2H) 3.22-3. 
34 (m, 6H) 3.45-3.52 (m, 4H) 3.55 (t, J=7Hz, 2H) 4.03 (t, J=8Hz, 2H) 4.6 
8 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.18-7.26 (m, 3H) 7.31 (t, J=8Hz, 2H) 

2>zt^L M-l, 2 S 6, 7-T h7t Fn^y >-Z-4 /V]-N-^ fyi/7t KT^_K M 

15 MM 

'H-NMR (d6-DMS0) 

5 : 1. 82 (t, J=2Hz, 3H) 2. 61 (d, J=5Hz, 3H) 2. 79 (t, J=8Hz, 2H) 3. 20-3. 28 
(m, 4H) 3.44-3.52 (m, 4H) 4.03 (t, J=8Hz, 2H) 4.48 (s, 2H) 4.96 (q, J=2 
20 Hz, 2H) 7.19-7.26 (m, 3H) 7.31 (t, J=7Hz, 2H) 8.09 (brd, J=5Hz, 1H) 

2 0. 2-[7-(2-y^^;^)-2,6-> ? ^-^y-l-(2-7^^^)-8-(b e ^7 

25 4HMR(d6-DMSO) 

5:0.39-0.44 (m, 2H) 0.60-0.66 (m, 2H) 1.82 (t, J=2Hz, 3H) 2.60-2.68 (m, 
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1H) 2.79 (t, J=8Hz, 2H) 3.20-3.30 (n, 4H) 3.44-3.54 (m, 4H) 4.03 (t, J= 
8Hz, 2H) 4.44 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.19-7.27 (m, 3H) 7.31 (t, J=8 
Hz, 2H) 8.27 (d, J=4Hz, 1H) 

5 i?y-H^)-l,2,6,7-7h7l: Kpt^ ^-3-^/V]-N-7cn^Tir hT5 K 



^-NMRCdG-DMSO) 

6:1.83 (t, J=2Hz, 3H) 2.81 (t, J=8Hz, 2H) 3.20-3.30 (m, 4H) 3.44-3.54 
10 (m, 4H) 4.05 (t, J=8Hz, 2H) 4.74 (s, 2H), 4.98 (q, J=2Hz, 2H) 7.06 (t, J 
=8Hz, 1H) 7.18-7.35 (m, 7H) 7.56 (d, J=8Hz, 2H) 9.01 (brs, 2H) 10.39 (s, 
1H) 

mMM4 2 2. 2-r7-(2-^^/l^)-2.6-^^y-l-(2-7ai^^/W-8-(b°^7v ? ^- 
1-4 /H-1.2.6.7-X h 2 t K n 7" V ;H-N-(2-/p fc°~/l-)7i? h T $ K M. 

15 W& 

zfus*jv3?;vT% ^^m^xmmm4 1 8 tmm\^^,Ltc 0 

1 H-NMR(d6-DMS0) 

6:1.81 (t, J=3Hz) 2.80 (t, J=8Hz, 2H) 3.18 (t, J=2Hz 1H), 3.22-3.32 (m, 

4H) 3.44-3.54 (m, 4H) 3.90 (dd, J=2Hz, 5Hz, 2H) 4.03 (t, J=8Hz, 2H) 4.5 

20 1 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.16-7.34 (m, 5H) 8.66 (t, J=5Hz, 1H) 8.96 
(br.s, 2H) 

MMm 4 2 3. [7-(2-7^~7l/)-2, e>-*Jjr* y-l-(2-7.a / ^>^9V^)-8- 

( \f^v 2 M -1, 2, 6, 7-T b 2 K K n ~? V M B^^/^x Tfr 



25 2-yu*r^/]s7 T/U%%\,^xmMW4 1 6^il:^U: 

^-NMR (d6-DMS0) 



<-0 
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8 : 1. 20 (t, J=7Hz, 3H) 1. 81 (s, 3H) 3. 22-3. 28 (m, 4H) 3. 46-3. 53 (m, 4H) 
4.06-4.19 (m, 4H) 4.25 (t, J=6Hz, 2H) 4.69 (s, 2H) 4.97 (s, 2H) 6.88-6.9 
6 (m, 3H) 7.26 (t, J=7Hz, 2H) 8. 96 (brs, 2H) 

MMM 4 2 4. [1-y fvV-2, y-8- ( \?s<7 M -7- (2- \?—fl> 

5 7_ * ~M -1. 2,6,7-f1-7tKP7 P y ^-3-4 )V\ g|gggfywg x tvv hV 7;v 

a) 2, 2-i?t *5->V7°xi yfirvm. [i-(2, 2-e?y f/p/g ^Hr-^jr**/* f-tv)- 
7- (2-fr/I^ ^ ;vy 3i -2, 6-^^-^r y-1, 2, 6, 7-x h7fc Kp^P ^-3-^ fV\ y 

10 2, 2-vM 9vK7°n M'^W. [3-(2, 2-t?y f^/n fc^-Zl^^y ^/U)-2, 
6-v?^"^ y-2, 3, 6, 7-X b7t KP7°y ^- W /V] ^ f/Wx^r/V 10. 2g, 2-xft 
$ or ta 8. 04g, f^^Hf (II) 7. 30g £ N, N-i?y ^ K 

50ml fc!R»U W 4.34ml "SrJp^., MKT 37 l$|HH*#Lfc. Sl&^Sr 

JMfllU ^^>'-^m^7 c /V(l:2)^m^liii?)> «|Bfc<a^ 4. 12g 
1 H-NMR(CDC1 3 ) 

5 : 1. 16 (s, 9H) 1. 23 (s, 9H) 5. 95 (s, 2H) 6. 20 (s, 2H) 7. 46-7. 48 (m, 1 
H) 7.42-7.78 (m, 2H) 7.75 (s, 1H) 8.03-8.06 (m, 1H) 9.92 (s, 1H) 
20 b) 2, 2-i^y f;l-7°P tra-^Bfe [8-^ p p-1-(2, 2-i?y f/^n b°;*-~/V:fr3r 

^^^)-7-(2-^^^/V7zc^^)-2,6-v ? ^-3ry-l,2,6,7-x KP^jj 
y-3-^/1^] y j~;Vx.7s'f;V 

2, 2-i?y f/WT'P tf^-^H [l-(2, 2-i?t Wp fc^-z^^v-y ^/V)-7- 
(2-*A- 5 a -2, 6-^^-dr y-1, 2, 6, 7-T h 7 fc K n 7" JJ ^-3->f ^] y 
25 /I/^tvI' 2. 50g, N-7 n n n/N^^ $ F 896mg £\ N, N-i?y f/P-^/VAT ^ 

k 25mi t«^u aauziT 8 mmm#¥vtc 0 Bu&m&tim^Mzximu 
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^-mm^M2:imm^mx «9 > nia^i^ 2. o g &#fc 0 

^-NMRCCDCla) 

5 6: 1.15 (s, 9H) 1.24 (s, 9H) 5.91 (s, 2H) 6.14 (s, 2H) 7.49-7.51 (m, 1 
H) 7.81-7.83 (m, 2H) 8.03-8.06 (m, 1H) 9.92 (s, 1H) 

c) 4-[l,3-lf* (2, 2-^^:7° p \f^r^;V^i/^^-;V)-l-{Z-^;V^;vy ^ 
~/V)-2. y-2, 3, 6, 7-T h 7 t Y n-m-zf V >-8-4 ;V\ \?<<7 

10 2, 2-i?t =5->vzTxi if^m. 18-? p p -l-(2, 2-*?* ^-zfn yfir=.jvir^rV 
^ f;V)-7- ^ /V7 x^/V) -2, 7-1, 2, 6, 7-f h 7 t Yny°]) l/- 

* ^/v^^jv 2. 0g N tf^y ^y-i-^/^y^^^^/u^^T/^ 2. 1 
5g£2!^L150 o CX\ lmmiOftmWVtCo TO^I:^np*;^[:Tt 
3RU V!J^7A^n?f;77^|:Tlim ^f-y-g^^/v 

15 (1 : immfrm & 9 , ^ib^^ 1. 94 g *mz. a 

d) 4-[l, 3- If X (2, 2-^pt ^7°P fcf;t^/Kfr^ -2, 6-^^r y-7- (2- 
tf ~>^:7 a^/k)-2. 3, 6, 7-7f7fc Kg-lH-7"!) M tf^7 S^-l-fl/V 

y ^rc^/^^^^T>A^n ^ K 3.52g Sry- f7t Kn77^ 20ml 
20 #y !7A^H^>drixK948mg^Px.T, ^Ef-T 1 t$P^#Lfc 0 

4-[l, 3- If * (2, 2-i^ ^/K/p bf^/V^^^ 
fvl") -7- (2-/JW ^ ^ -2, 6-v^^ y-2, 3, 6, 7-r f7t Kn -lH-^ V 
y-8--{/H kXy ^7-l-^/^y^iH7 , 7;^77/l' 1.94g ©7b7t Kp 
77^20ml^^D^ M^T3NfM50^»#L*:o £&&fcW»^?vV'fc: 
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*v-y-mm*rM2:D&m&mi: v ^ mm&m 704m g *ntc 0 

e) 4-[l-(2, ^vV)-2, y-7-(2-tf 
7x^;V)-2, 3, 6, 7-r h g ^ Kp-IH-^U ^-8-^/Kl fc°^<7 ^y-l-j?;^yi 

5 4-[l, 3-tf* (2, 2-i?t f^yn fc^-A^^y <r/U)-2, 6-S^3r y-7-(2-fc* 
~;V7^~;V)-2, 3, 6, 7-x K9 t Kn-lH-^y tf^^V-l-jfr/HJ? 
^^HT'^/^^T'^ 704mg lrff7tKn77> / 7ml s y y — /V 14ml 

f v v a 5img srjp^. N m.mzx n ftmmwvtc 0 BLi&m*? 
j-\z.xmmu ^*y-y-mwt^?-fr(2:z)mm$rm£V) > ina-ft^ 5iom g & 

f) 4-[l-(2, 2-v^y ^tvzfxi \?3r^;vjr*z/* <?-,v)-z-3u y *yt);vi$~;v* ± 
/V-2, G-i?** y-7- (2- \f s. ~M -2, 3, 6, 7-y h7t Kp -1H-:/ y ^-8-^f 

4-[l-(2, 2-i?y ^/l/Zfv \?jr~)V$"*V* f-;V)-2, 6-i?**y-7-(2-\?~/V7 
*.~;V)-2, 3, 6, 7-r b7t ( M°^<yPy-l-^/^ymB 

= 7*^;V^*r;V 80mg & N, N-vM 5: K 2ml U 

20 |^^^^T#^U TK^T^UfCo ^$§Jf £$StKM^ ^ v"7 T f£ 
0IU 551 Ut c ^^ff^LT^IB^^SQmgtrmo 

g ) 4- [3-^ h 3r:X;fr/l^~;Wy ^VW2, y-7-(2-^-/W7 ji^/1^)-2, 3, 
6,7-rh7t: Ko-IH-T'y y-8-4 M /is7$ym%Sz?^frx-X 

25 4-[l-(2,2-v ; y 5vKTi3 \f^r^?v^-y^^;v)-Z-^. Y**y$i ;Vi$^;V* ^ 
/V-2, 6- VJr* y-7- (2- n/V^ c=vv) -2, 3, 6, 7-x b 7 K n -1H-^ U ^-8-^ 
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;V\ M°s<y i?>-l-%jV^l/W%=zfJ-;V^*7';V 89mg £x b7t Ka77^ lm 
1, y*y~/V2ml tmmU T^miti-hV ?A 7mg ifiCT3.5Hri 

4k&® 60mg &#fc 0 

h) 4-[3-J^ h **s%;vi$~>v* 5vV-l-y gvwg, y-7-(2-tf ~/v:7 ^ 
~/W)-2, 3, 6, 7-7b7b Kg-lH-^y ^-8-^/V] fc°^7i^-l-7J;l^VM3IH 

10 . 4-[3-^ h 3->7J/l^ri/V^ V-7-(2-tr s^7i5^)-2, 3, 6, 

;V 60mg £ N.N-^^W/VAT^ F 2ml |H*fllU 3 !7jb^/V 17/il, ^ 
# y «7 A 17mg fc^*., ^l^T 13 ^»#Lfc 0 S^^r^^^^T^ 

15 ^j±^il LT^ffrfb-a^ 48mg £#fc 0 

i) [1-^ 5VW2, y-8-(b°^7 v ? y-K;V)-7-(2-h^7xr:;V)-l, 

2, 6, 7-7} 7bFP7°y y-3-^;v]^^^/^^x/v h y 7;vtpftli 

4- [3-^ h ^ ^/V-l-y ^vW-2, 6-^^ y-7-(2-tf^7V7^^ 

?V) -2, 3, 6, 7-7b7fcFn-lH-7 p !J )V\ fc^ 7 i/-l-# /l^ ^m^H^ 

20 ^v^^x/vsmg & h y ^/v^n^i^^u ^Lrt e mm^m^mmm 

fotu^yifyyj - U *flBfc£4b 2. 68mg £r#fc 0 

MS m/e (ESI) 439 (MH + -CF 3 C00H) 

gggffH 2 5. [l-^^7W2,6-^^y-8-(^7-> ? ^-W^)-7-(2-^/P 
7 ^ ^/v) -l,2,6,7-7f7bKP7'!J /k] MEM b y p jji 

25 4- [3-^ h^i/#/V^:^y^/V-l-y^/^ 

A-)-2, 3, 6, 7-7h7t Kn-lH-yy tr^9^^-l-^^#VBMIH^ 
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?Vloi*7VV 40mg ^7h7t KP77y 4ml }^il s 2 ^TkM^ h y «7 

wvfyyj -fcxmm u wm&to 29. 5m g %m^ 0 

5 MS m/e (ESI) 411 (Mlf-CFgCOOH) 
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RfomMWm (50mM Tris-HCl pH7. 4, 0.1% BSA) \Z'7?WM£. v )'&btltc'D 
PP IVSrl OmU/mH^SipDlU 1 1 0^LiJBLfc o £k 

5 1 5 Lm*PL7t^ O^^y^^^-v-a ^L, 2mM|: 

I^Lfc Gly-Pro-p-nitroanilide 5:2 5 n L (ft^^ 0 . 3 3 mM) Mz.X, 

&m£ij&zmi£vtc 0 BLj&\$m\*2 o#t u 1 n y ^m^2 5 ^ ljpx., 

C 50 £3?ffiLfCo 
10 [*1] 
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IC 50 (nM) 


ill t f , r—t 


IC 50 (nM) 
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211 
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H3£#j9 
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125 


ill IJL /»-.? j — 
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DPP IV^»7y h(0GLP-lMc^t5^ h7^ x /> 

ill:DPPI V&^Lfc*|4F i sher7^ (0^^-;V^ • y^- 
5 <£9SSA) 

5mL/kgO*i-CftPa4tfc. flWWJS#W\ 0. 
10 mmtU 5mL/k gO^E*"T?jji-pS#bfco 

^glp-i<dM 

15 "To 3I'fr#lt (lOOOOg, 2#\ 4°C) LT#e>*tfc±ffif*<0G L P - 1 £ 
Active GLP-1 ELI SA#2X h (Linco) ^fflV^tSltlfco 
Ml: 

^Ute, 5p*Sflt±«SWRIS , T?**?L., **V*y hi** (Dunnett' s test) T»Jfc 
20 [&2] 
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Hit 

/ It \ 

(mg/kg) 


&P&#^tf>£B#lffl(hr) ^*5itSGLP-l^(% of Pre) 


0 


1 


3 


5 






100±0.0 


87.2±4.8 


100.4±7.8 


110.6±6.8 




30 


100±0.0 


99.9±3.7 


106.6±5.0 


116.3±2.7 




100 


100+0.0 


111.6±7.9 


116.3±8.2 


150.6±7.2 




300 


100±0.0 


140.0±11.5 


199.3±32.4 


227.1±35.5* 




30 


100+0.0 


118.7±9.3 


122.7±7.1 


114.6±4.4 




100 


100+0.0 


163.6±19.6* 


171.2±9.1 


195.8±36.6* 




30 


100±0.0 


125.3±10.7 


120.0±7.2 


126.7±10.7 




100 


100±0.0 


316.9±26.4*** 


330.7±112.4* 


236.5 ±20.5* 



*:P<0.05vsjR#aM8# 



***: P < 0.001 vs fflimW$ 

* h7t^^3 0 Omg/k ggfc-^BMc&v^ DPP I VXMyy hskffi 
ff»©?SraiGLP-l«fleW:t»^5l$IW|ftR:W5lK:±#b*:. ifcfc, 7?*>v* 
yiOOmg/k gS^&KiasV^T, DPP I h JfiUft*F©Jg£S[G L 

5 p-i*ftf4ift#i3trJ«5i^re*»2:WfllR:±#b*:. ££>fcs 7x^7t;^; y 

1 0 Omg/k g&#Pfc;fcV^ DPP I V;K»7S> hJfc|t*<0fiH43!G L P 

mmm 3 ] 

jEffi^y KOGLP-lMmt?)^ hZ±ik3J^ DPPIVP1#^J 
10 ^tfPU v>K (Va 1-Pyi)) frbtFK:^ b7^^fej:t) { DPP I Vjj 

|!|:DPPI VSr^i-SE^«H4F i s h e r y y h VTi 
A) 

15 [«ittft#««>fimm^] 

5mL/k g^S^0PS#L^: o ttfl$M$HU O. 5%^f;^n^ 

5mL/kg^it|P^Ufe. 
C&lfitfS £TJ?G LP-1 0>i8J£] 
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^xx^smmm^mwrxy y Yojmm*wmx*®^nfr-r a^mA^So 

Skm2 5 0 ix L&^y ymMLtc^c^\l'v V—ltZTUlkU ^bf-x.—^Z.® 
-To 3I'k#gt (lOOOOg, 2# N 4°C) LT#btlfc±m^(DGLP-l^ 
5 Active GLP-1 E L I S h (L i n c o) £fflV^$J£Lfc 0 

Wffi±^P^T^^L > m^f^ (Dunnett' s test) Xit 

[^3] 





(mg/kg) 


m P Bt-imo&tifm (hr) K&tf-SGLP-l^fo of Pre) 


0 


1 


3 


5 






100±0.0 


112±15 


125±21 


84±10 




300 


100±0.0 


117+9 


149+24 


94+10 


Val-Pyr 


30 


100+0.0 


127±6 


136±20 


91 ±2 




300 










+ 


+ 


100±0.0 


162 ±8*** 


215+19* 


177±15*~ 


Val-Pyr 


30 











*: p < o.o5 vs mfattmm 



io ***: p < o.ooi vs Mfcttmm 

15 tdbu ^(DftMitvpv i wmm&mmi-zz. tx\ smglp-hs 

gt7y h<PGLP- h^^-^V-^^ DPPIVPl^Hl 

#118 2, Hlfcffill 1 9, gllfcffjll 2 0, gffiii 2 2, H»J2 2 9, HjfcfflJ 2 
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mm : DPP IV^fSjEfittF i sherry h (B^l^T 
A) 

: 

5 C»^#JOp^rj^] 

5mL/k g^S^P^Lfc 
CMl&itf G LP-1 tomfe] 

KlOOOOg, 4°C) UH^fcii^GLP-lHctiv 

e GLP-1 EL I SA^ry h (L i n c o) SrffiV^SHJebfco 
15 £$: 

i^H?^ W<t±«W^^*>L, (Dunnett' s test) 

[*4] 







& P &#3R#W)fc0>GLP-l»g 




(mg/kg) 


(%ofPre) 






98.8±2.9 




10 


98.9±2.2 


H;Ks#li22 


10 


108.2+6.6 




300 


118.1 ±7.5 


^K^A-^ + Hj&#ill9 


300 + 10 


162.5±7.4*** 


tWar/Kls + 3SM122 


300 + 10 


168.1±13.1*** 



20 [£5] 
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(mgAg) 


(% of Pre) 






97.5±2.9 


»^1J229 


10 


102.5±1.7 




10 


104.8±2.9 




300 


108.6+2.2 


*b7*/lO + H}&#|229 


300 + 10 


153.7±13.4*** 


P ( h7^-/l^.^' + ^MW)120 


300 + 10 


166.4±16.5*** 


: r < U.0U1 vs j»ff>srJ«^ 

LiXO J 






(mg/kg) 


B n«!#3l$Mfc©GLP-l*ft 
(96 of Pre) 






96.7+2.6 




20 


97.3±2.1 




10 


110.0+9.0 




300 


112.5+2.4 


*V7*>l^y + !©k#!|82 


300 + 20 


180.8±23.1*** 


*b?*/lO + ^^J267 


300 + 10 


186.2 ±26.2*** 



***: p < o.oi vs mwnmm 



5 glp- im&<Dmtomm"t%tefr<oit&^ * h7*^ytDPP i vm& 
^j^mNFS-^bfc^^*5v^ N gttic l p - 1 is 3 tPJflja 

frM*v p p i vvammtmu'tz ^.t-v, smg l p - i mB&ma t^^ 

10 M5] 

Zucker /g/jfo ^^DyM, GLP-1»^ 

jfcJtfcM£JL?f b 7*-/^ >\ d p p i vES^j y yt°P y_£K (v a i - 

Py r)) t&Xfifo* K 7t/^ Vfe J:tf D P P I VllFaofffflK: v 
*J*fe : 2ltIi^f;HfeTfc5 Zucker 9 y b (B*^— ^X- U 

15 ^-iDKfA) 
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mm*mi\\&m*itttmm&* 102m &m io^t^f4^, hp^ 

[&JiiL# jfefc «fc tKifoJgN G.LP-1 

10 ibTjWctfiifiLSitrSo «2 5 0 // LSr^U ^MJLfc3^fc°7 0 — fc-cflUn. 
L N 3t^*-^H:^i-o (lOOOOg, 2#\ 4°C) LT#f>^fc 

li^WGLP-llrAct ive GLP-1 ELI SA^fy h (Line 
o) «r/BV^»!l£Lfco l^^-s WlOiiL^iiU 0. 6M ft&MBgtt 
1 40 nLkm&irZo I^I (3000g, 10^ 4°C) LT#kftfc± 

15 Jt£ Glucose Test Wako II (Wako ffigg) £ffl^T?ll£Lfco 

20 ' ■ 

.tt*ttx 3 P^iBC±aiW36-e«*>b, ^yhWi (Dunnett' s test) Vit 

«7] 



WO 2004/028524 



PCT/JP2003/012075 



- 2 8 0 - 



/Bfi(mg/kg) 


^n^gpg#t©#^fW (hr) (il*3t+5GLP-l$|g (% of Pre) 


-0.5 


0 


0.5 


1 


2 


fit t m . . , . 


100.0+0.0 


101.4±0.8 


130.5+11.2 


108.2±2.1 


101.5±2.0 


^h7^-/KV(300) 


100.0±0.0 


105.6+1.7 


135.4+7.6 


126.0±8.9 


118.4±6.5 


Val-Pyr (30) 


100.0±0.0 


119.5±3.6 


217.6±24.6* 


197.5+20.4* 


128.3±5.4 


+ 

Val-Pyr (30) 


100.0+0.0 


196.5+11.1*** 


345.7±40.7*** 


262.4±37.0*** 


272.6±21.2*** 


*:P<0.05, ***:] 


p< o.ooi vsmfcttmm 



C*8] 



.fflfi(mg/kg) 




m (hr) fc»IJ*jMSflKmg/dD 


-0.5 


0 


0.5 


1 


2 


3 




10L4±3.4 


U5.7±3.1 


199.9±14.5 


226.9±14.9 


186.6±8.1 


120.9±5.4 




108.9±5.6 


117.4±5.5 


160.6±9.7* 


177.5±10.6* 


159.8±8.6* 


122.4±3.7 


\ Val-Pyr (30) 


102.6±3.0 


110.5+3.3 


166.0±9.9 


167.1±7.0*** 


139.3±3.3*** 


115.1±3.0 


+ 

Val-Pyr (30) 


99.0±4.6 


103.2±3.9 


119.1±6.6*** 


125.2±7.2*** 


114.6±4.5*** 


104.1±4.2~* 



* : p < o.o5, ***: p < o.ooi v 8 mmmm 

C*9] 



ffift(mg/kg) 


?A*3-Z& p &£&<0£|$n (hr) Kl*5tt5>fV*y (ng/ml) 


-0.5 


0 


0.5 


1 


2 




9.8+1.1 


11.9±1.3 


22.6+2.0 


16.2 + 1.0 


13.2±0.9 




11.9±1.1 


14.0±1.1 


22.9±2.5 


21.2+2.3 


16.9+1.6 


Val-Pyr (30) 


8.8±1.1 


13.1 + 1.2 


32.4+3.2* 


27.7+5.0* 


14.4±2.6 


+ 

Val-Pyr (30) 


9.3±1.3 


14.9+1.4 


24.3+3.1 


19.0±2.7 


15.0±2.9 


*:P<0.05vsi& 





[*1 0] 





ffiJKmg/kg) 




14Bm<DftMMlN (g) 






484.2+15.0 


68.2±4.1 




300 


495.1 ±8.9 


64.5±3.5 


Val-Pyr 


30 


491.8±11.1 


60.9±4.4 


+ 

Val-Pyr 


300 
+ 
30 


418.4±14.0* 


39.2 ±6.1*** 



: P < 0.05, ***: P < 0.001 vs 
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wtt^i^&^T, d p p i via«ija:#»tt*Tt*fiHflfflG lp-im 

U ^ h7^^iDPP I Via«!«:IBIl^S:-^Ufc#K:33V^r, SttlGL 
P-l»*©tt*W*JlWin«s*B$*t*:. ±T&<t>m*>, *Y7*>v 

§r}:-e, l p - 1 fcgsWilPLfcn fc^i&L-cv^o 

io s**^»ie>6>^fc. 

»*WBW*fca8v>T, dpp ivmmnu^m^ntzy^-^mf®}^ 

\z.&3<m$bk*%.btiz>o -ft, * b7t;KvtDPP i vm^&mm®. 
l p - 1 m&vmn^ v y^&&wtoz#ft&totefmn&w®%8i% 

20 14BW©3tS!l!:J:?M h7^;KyiDPP I VifjH«S4l 

7t/^^i:DPPI VPl§#J<£>#Jlfc: J: 3^'I4MG L P— 1 ^O^^^^if 

25 §b^> 1 4Bm©3taftK:J:!M h7t;v^^iDPP I 
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5 [Wftwe] 

DPP I V^ji7>y h(D6LP-2j|g^t5^ hZj^Ll^Mg 
gb<ft : D P P I V^SLfcittF i s h e r y v Y ( /l'* • !J 

tllt^ Lfcffi*^ fl^fc^S: 0 . 5 f^t^n-^iii^li U 

5mL/k gowa-efepft^ufc. mtmrnrntt. o. 5%p<^^n-^ 

tK^^l, 5mL/k g 0^t-egnS4Lfc o 

C^jflL*3 it^G LP-2 ©M/£] 
15 *Wb^*fcttO. 5%^^ir^n-^7Km^©iS#Etfj*5i^#ls 
3joJ;t]!5«tMTt7^ h©m#M^iJ^^ottb-f^^WJfiL^^ ; 
So jfo.^2 5 0 it L&^U y^Lfc^-Vfc^y-^T^JkL, js^^-^ 
(lOOOOg, 2#\ 4°C) LT#bftfc±}#' : F©GLP- 
2&GLP-2 ELISA^rs/h (^rtMW^BJf) fcEWCiUfcLfco 
20 : 





(mg/kg) 


P a#Ha>4H*M (hr) fc*3tt5GLP-2$g(ng/ml) 


0 


1 


3 


5 






1.39±0.05 


1.31±0.02 


1.36±0.04 


1.28±0.07 




300 


1.32±0.02 


1.65±0.06*** 


2.08 ±0.07*** 


2.15±0.05*** 



***: P < 0.001 vs ffitf&ffift 
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t Y7*>v*v$m-m~te^x, dpp i v%M?y fiWGLP-2i^ 

iDPPi vpi^j^^}4g l p - 2 <Dim*temmz.mm.irz> r £ # *smx» 

5 [Wfc«7] 

^-y;virn^yi/jv (5-FU) HJ:5/hMlt^t5^ h7t;w> p 

PP I VPl^J (s<V ytfpyv?F (Val-Pyr)) ftjbTNZ* h7^^ 

yasj:t5DPP i vwgffl<D&mz.£z&m 

ii:BALB/cAnCr (B^Y^X • y <9lfA) 

10 

5-FU (V^J:0|*A) £0. 5%^^"fe/Vn-^^^^U 10 
mL/kg^iTl 0 1® mu8-9R#) 3 0WgPfi#tfc (60mg/ 
k g ) o gl2 Lfcffl*T% ftjfcfl^&Sr 0 . 5 %^ f^t/VP-^iiU: 
15 «U 1 0 m L / k g ©tit 1 0 2 H (^Fi 8 - 9 ^fc 3 - 4 © 

mniBL-$\.it 0 mtmmmn, o. iomL 

IkfcWU ^tii^HjJt, ^-*Hfc£ (Tukey' s test) -?Jfcifc 
tfcJtLT^l 2^b/c 0 
25 [& 1 2 ] 
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5-FU#y® 




mm. 


/Mlili 


(mg/kg) 




(mgAg) 


(g) 








0.700±0.009** I 


60 






0.622± 0.005 


60 




300 


0.642± 0.017 


60 


Val-Pyr 


30 


0.637± 0.015 






300 




60 


+ 


+ 


0.693±0.015** 




Val-Pyr 


30 





**: p < o.oi vs f&tmmw 



5 - f u r> 7s <D/mmmm*^M \cm> £ tfc, 5 - f um^ 

10 

DPP I VlMSIfc tf^T^-f H^fefcSEJjgtt, JfiLf'^MG 
L P - 1 &£^/i£fc«jfc^te^GL p - 2 £ J; 5fWf 9 % $fm^ 
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5 2. ^^jfiL^^M^^^^^^K-l (jfcfp^&MGLP-l) & 
J;rjt/tfcttiL^'|4M^/^^^^^K-2 (JLffStt^GLP- 2) 

3 . jk^^'|4MG L p - 2 Sf1Wt»*:*r*"* £ t ^fitSllo 

10 ^Tj&SBSHo 

5 . >^:/^/w<:7W-i? I VBWI^-jRj*; 



LTV\Tt>«3:V>C 6 _ 10 Ty-7W^ g&g£;frLTV^t> £^5~1 Ol^f 
20 9H*£ ; 

R^it^R'tt^tl^PtUftStLTs 5t-A°-A 1 -A 2 0£tp, A°tt, 
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^i-O-CO- Si-CO-O-, ^-NR A - N S-CO-NR A -, 
5 5£-NR A -CO- N ^-S0 2 -NR A -£fcte5£-NR A -S0 2 -£E*1- 

io 5~i ol^oTP- ;vCi_ e T;v^;H % c 6 _ 10 ry — ^c^tvi^/vS 

£ ft C 2 _ 7 T ^=3rA-# ;V7$~/vm ZMtiPf 5 0 

fc£U A 2 feJ;tJ?R A f«n^^teLTTia^SB^^^^6p^b3i« 
*lSl~3fc©S&:£ L-CVvTt>J:V\,) T?^$*L5££j£BH-5o Z 2 ^ 

15 &V\ 

fc£U ©R 1 ^**®^^ Z 1 ^mmU=f-XM, ^oZ 2 ^-CH=tfc 

©z^sa^^fcOs ^oz 2 ^-c (oh) =x>h%M&%m<o 

<m&mBm> 

o7M;vS, C 2 _ 6 Tfrtr~/vm, C 2 _ e 7Vi"¥=/v£, C 6 _ 10 7U-;H, 
5-10l^fD7U-;H, 4~81^tpI^I, C 1 _ 6 T;Vzi^ms C 
i.eT/Vdr/^^, 5£-S0 2 -NR B1 -R B! \ ^-NR B1 -CO-R B2 N 
5S-NR B1 -R B2 (5£>K R B1 ^J:^R B2 {»^^teLT7KmM^^fc« 
25 C^eT^^^^i-So) T^£*L5^ ^-CO-R B3 R B3 & 

4~8M^xD^s^rE^i-6o )x»mzti%ms ^-co-r B4 -r B5 *5J: 



WO 2004/028524 



PCT/JP2003/012075 
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^-ch 2 -co-r b4 -r b6 (^ r b4 &3M£i§\ mmm^tM^-N 

5 /n, c 6 _ 10 ry-/vc 1 _ 6 T/v*/vg£fcfi5-'i oi^farp^vc,.,, 
6 . t 1 astr^? ^y- 1 ->f 3 -r ^ j - tr^y ^y- 1 ->f * 

£ -c fc 5 mm smrno mm 0 
io 7. T i &K a ^7Vy-i-j^m^h%n?m5mM<DfeM 0 

8. x^3-^f;v-2-/fy-i-^;H^ ^y^/vg 

2 - ^ n n 7a:^ST?&S|»^ 5-7 ©Vvfftfl* 1 ^fE$fe4>ES2S£o 
9 . Xtf* 2 -^=^T?*>5Sf^ 5 ~ 7 Wfftd* 1 M«©gmo 

10. Z 1 dS^*MT-Cfct)> Z 2 ^-CR 2 = (5^, R 2 HIS^3S5|B« 

11. Z 2 d^3(|JBS^-efcO, Z ! ^-CR 2 = (5£tK R 2 «if^3S5|B« 

©r 2 ^ m*ii*c& s.) t?^ § ttss-efc 5-9 m^-rtifr 1 9lBfK 

©en. 

20 12. R^Mf/H, '>r>"<y^£x 7^to*/7/^^/^ y 

-f ^St? fc 5 5 ~ 1 1 <D V ^Tft^ 1 TO^O IS^o 

i 3. R 1 dM^/v£*fc^2-vry^>'v ? ;vS-efo^it^5~i im> 
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o 



o 

mx*hz> wfjjss 5-13 wrtii>> 1 issbmp 

1 6 . -8*5$; ( I ) T?«**t5fl5#*«S 

(1) 7- - 2 -iXT 7 - 1 -^fvV- 8 - (^7^^- 1 

-4M -1, 7-i;tKn^^-8-*^ 
10 (2) 3- (2-^^/W) -5-^^-2- (fcV^S^-l-' 1M -3, 

[4, 5-d] try^i?^-4-*y. 

(3) 2- (3-75/^1)^-1-^^) -3- (2-^^V) -5- 

^^-3, kp^^^>/ [4, 5-d] t°y^y-4-^-y, 

(4) 2- [7- (2-^^/V) -l-^^/V-6-^y-8- (t^7^ 
15 - 6> 7-t?fc Kn- lH-T-y y- 2-^/V^i/] ^ % /^T 

(5) 7- (2-^^;v) -l- -6-^y-8- 

(tr^S^-l— <A0 -6, 7 -i^t Kd - 1 H-y P y- 2 h 
20 (6) 2- [3- -4-^"^y-2- (fcV7^y-l-^ 

/v-) -3, [4, 5-d] try ^>--5-^r^^] 
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5 (5W % T i n X> R^it^R^ilf^SlBmOT 1 , X N R^itfR'fcHH 

1 8. T^St^y^y-l -^^T^^lf^i j^McomMo 

io »i 8mm.<Dmm 0 

2 0. X^2-^r:/H-(?fe5i^l 7*fc»l 8lB*&©|S|£o 

2 1. R^TMfjjj^K ^^vVg, 2-^nt 0 =/H, 2-^=^X N 



15 CrtR 3 tt, 7k»S, C 1 _,T/l'a*ism*i(Ltt7xL^m&M!fc<tZ 0 )X* 

2 2. R 2 &7kmm*s C^gT/^/H, ^h^^/i^ 7h7tKn 
7 7^^f/H x 



20 (r^T*R 4 ^J;rjtRS^ ^Jl^PtbW-SfcriJIftoTV^TfeiV^JIC^ * 




0 





WO 2004/028524 PCT/JP2003/012075 

- 2 9 0 - 



o 




23. -jBjss (i i) •e*$ti5'fb'6*is 

5 (1) 7-(2-^=/V)-l,3-^^W8-(t°^7^^-W/l.)-3,7-^fc Kn^y 
( 2 ) 7-(2-^^/V) ^/V-B- ( S^-W As) -3, 7-5? t Ko^J) V-2, 

(3) [7-(2-^^/v)-3-^ ^/W2, 6-^^y-8-(\l 0 ^9^y-l-4/V)-2, 3, 6, 
10 7-r h7tKP^!J W /I/] Mfc^. ^yVa:;* tvK 

(4) 7-(2-^^/k)-3-^^7V-8-(t: ,> ^7v ? >'-W^)-l-(2-7 P n fc°~/V)-3, 

(5) l,7-lf^(2-^^)-3-^^/W8-(t p ^7^>'-W^)-3,7-v ? t Kn^ 
15 (6) [7-(2-^^)-3-^^W2,6-^^y-8-(t°^7i?^-W/^)-2,3,6, 

( 7 ) 7-(2-^^^7P)-3-^ ^)V-\-l (2-** y-2-7x^) oc^V]-8-( 

(8) 7-(2-^^^)-3-^^wi-^^/V-8-(t°^7^^-W;V)-3,7-v ? fc K 
20 n7!)y-2,6-^t^ 

(9) [7-(2-^^/V)-l-p« ?vW2, 6-5?^y-8-(br^9^y-W/^)-l, 2, 6, 

(10) 7-(2-y^^7P)-3-(2-x h7t KB77 * *f-)V-\-* f;W8-(tV 
7 i?y-l-sf M -3, 7-i?t KD7°y >-2, 6-*?*>, 
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(1 1) [7-(2-^r:/V)-l-^^7W2,6-^^y-8-(fc 8 ^7^^-W^)-l,2, 
6, 7-T h 7 t 7° y y-3—f ;kl 7 ~/I"g^^ ^/l^* 7VK 

(12) 7- (2-^^-/V) -3-7"t3 9vW8- ( 7 i? y- W ^) "3, 7-i? 

tKa/D 6- 

5 (13) 7-(2-7'fx;V)-3-(2-t^y-2-7x^f;V)-l-^f;V-8-(^7v?y- 

i-4 M -3, 7— y t Kp^y y-2, 6-z?*y , 

(14) 2-[7-(2-^^)-l-^^;V-2,6-^^y-8-(t°^9v ? y-W^)-l, 
2, 6, 7-t- h7t Kp/U )V\-fxi tf^y^^Ao^TVK 
(1 5) 7-(2-^^)-3-(2-^b^^^)-l-^^V-8-(^7^^"W 

io M -3, 7-s?t kbt'ii y-2, 6-i?*y, 

(1 6) 7-(2-y^^)-3-^y7 P nfcVV-l-^^V-8-(t°-<9v > >'--W^)"3, 

7-y fc Ko7°!J y-2, 6- s^r y N 
(1 7) 7-(2-^^)-3-(3 > 3-v > ^^V-2-^^y^7^)-l-^^^-8-(t ,, ^ 

9 ity-i-j tv) -3, 7-^ tKn/y ^-2, 

15 (18)7- (2-r/^A-) -1-^ ^-/V-3- (2-;fr=¥ y t° O U y-3->f M -8- ( 
>y y-1— f /V) -3, 7-S? t Kn^p y-2, 6-^ V N 

(19) 7- (2-^^/1^) -3- (2-3^ h^^^7V)-l-(2-^y-2-7rcn7^^ 

;v) -8- ( tr^ 7 y- w /v) -3, KB7°y y-2, 6- y N 

(20) [7- -2, y-1- (2-^^r y-2- 7 x. ~)V^)V) -8- ( 
20 ^ 7 *? y-l-y /V-) -1, 2, 6, 7-7" 1^7t Kn7°!) y~3—f gpgS^ f;Vx^f^s 

(2 1) C7-(2-^=/^)-2,6->y^^y-l-(2-7^^^)-8-(l: 0 -<7v ? y-W 
;v)-l, 2, 6, 7-T" h7t Kp^'J y-3-y I^^A'^-tvK 

(2 2) [7-(2-7'f^)-2,6-^t^y-l-(2-7x^f;l/)-8-(t t '<7^y-l-'f 
M -1, 2, 6, 7-X h 7 t K * 7° y y-3-y ;V] 
25 (2 3) 7-(2-^^^/V)-3-[2-^-=ary-2-(t°Tn y v?y~W/V) 3^/1/1-1- (2- 7 

*^^v)-8-(^9^y-w^)-3,7-yi: Kn^y y-2,6-y^-y % 
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(2 4) 2-[7-(2-^f-=^)-2,6-my-l-(2-7x^^)-8-(tX7^y-i- 
4 M -l, 2, 6, 7-x h y t K n y° y ^-3--f /v]-N-* 9vVT 1r h T 5 h\ 
(25) 2-[7-(2-^^^^)-2, 6-my-l-(2-7x^f/V)-8-(tX7 

2,6,7-fh7t KPT 8 !) y-3-^^]-N-V^ n fcVv-Tir h T ^ h\ 
5 (2 6) 2-[7-(2-^^V)-2,6-^^ry-l-(2-7^^^)-8-(tr^.7v?^-l- 
4 JV) -1, 2, 6, 7-x h 9 ^ K n U /V] -N- 7 31 ~ A-Ti? hT^ K&.fctJ* 

(2 7) 2-[7-(2-^^^/V)-2,6-^^y-l-(2-7^^^)-8-(t°^7^^-l- 
2, 6, 7-t- h7t Kp7U Zs-Z-J M-}i-(2-y°v fc: 0 -^) Ti? h T ? Kft» 

10 ^i7ia^^o 

2 5. jfe^^MGLP-l^oJ:^/^fc^iL't'^'«GLP-2^ 

2 8 . mwMBtK m<&*&&"v*>&n*& 2 7ia^ois^ 0 

20 1GLP-1 ;Jo «fctf/$ fc»JiL*t>SHSG LP-2 35511^5^00^^ fctt 

3 0. JfiL^^ttMGLP-l^J:^/*ri:«iL' : p^'l4MGLP-2^^i-§ 

25 SGLP-2 #H-^1-5«A©^|»*fcr4|&«^fe. 

3 2. jfc4»»^GLP-2^|8^S^S©W*fce?&a^©®3tOfc«) 
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<offi$:Tg 3 * felt 4 feffiommvfcMo 

3 3 . m^m i £ iti* 2 mmommzRi^z r t z^WLk-tz s jfe^^^G 

L P - 1 *5 £ fcte jfc"W&'|£MG L P - 2 J; 3 f£JB Srif^ § #$fc 0 

3 4. lf^3^fc^4lBm^^^ffiV>5ii:^#^ir5s Jfe^'f4MG 

5 l p - 2 m a: mm zm®irttm 0 
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a dipeptidyl peptidase IV inhibitor with biguanide, while claims 3, 4, 27, 
28 and 32 relate to a drug potentiating the effect of activated GLP-2 in blood. 

The matter common to claims 1 to 28, 30 and 32 resides in being a drug 
to be used in treating diabetes, etc. As a matter of course, this common matter 
is not novel without a need for presenting any document and, therefore, cannot 
be considered as a special technical feature. 

Since there is no other matter common to all claims seemingly being a special 
technical feature, the present case has 2 groups of inventions. 

1. ^2 As 3,1 required additional search fees were timely paid by. the applicant, this international search report covers all searchable 

claims. 
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<Subject of search> 

Claim 3 relates to a drug defined by a desired property of "potentiating 
the effect of activated GLP-2 in blood". Although the active ingredient 
of the drug according to claim 3 involves any compounds having the above 
property, it appears that only small part of the claimed compounds are 
disclosed in the meaning within PCT Article 5 and thus it is recognized 
that the claim is not supported by the disclosure in the description 
in the meaning within PCT Article 6. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, the scope of the compounds having 
the property as the drug active ingredient "potentiating the effect of 
activated GLP-2 inblood" cannot be specified. Thus, claim3 do not comply 
with the requirement of clearness in accordance with PCT Article 6 too. 

Concerning claim 3 and claims depending thereon, therefore, the search 
was made on drugs comprising the compounds specified in claims 5 to 23 
combined with biguanide wherein the relationship between the effect of 
"potentiating the effect of activated GLP-2 in blood" and drugs are 
specifically stated in the description. 
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DESCRIPTION 
COMBINATION DRUG 

Technical Field 

The present invention relates to pharmaceutical agents comprising a dipeptidyl 
peptidase IV (DPPIV) inhibitor and a biguanide agent, which enhance the effects of active 
circulating glucagon-like peptide- 1 (GLP-1) and/or active circulating glucagon-like peptide-2 
(GLP-2). 



Background Art 

Glucagon-like peptide- 1 (GLP-1) is a hormone known to be secreted in response to food 
intake from L cells in the distal part of the small intestine. It enhances the secretion of insulin 
from pancreatic p cells in a glucose-dependent manner. GLP-1 is degraded and rapidly 

1 5 inactivated by dipeptidyl peptidase IV (DPPIV). Thus, DPPIV inhibitors can be used as 

preventive and/or therapeutic agents for diseases such as diabetes (particularly typell diabetes) 
and obesity, with which GLP-1 levels are associated. DPPIV inhibitors have been under 
development in clinical trials and are disclosed in Patent documents 1, 2, and 3. 

Metformin, a biguanide agent, has commonly been used as a preventive and/or 

20 therapeutic agent for diabetes. 

In recent years, new findings have been reported successively: GLP-1 levels are 
increased in obese non-diabetic patients upon administration of metformin (Non-patent 
document 1); and a combination of metformin and GLP-1 is effective to treat typell diabetes 
(Non-patent document 2). However, even if the level of GLP-1 is elevated transiently by 

25 metformin, GLP-1 is rapidly degraded and inactivated by DPPIV as described above. 

Therefore, the elevated level of GLP-1 does not have a long duration, and thus GLP-1 effects are 
extremely reduced. This is a problem to be solved. 

Non-patent documents 3 and 4 suggest the applicability of the combined use of a DPPIV 
inhibitor and metformin. Patent documents 4 to 8 describe the combined use of a DPPIV 

30 inhibitor and a biguanide agent. However, these documents have not disclosed particular test 
results for the combined use of these agents. In other words, there is no combination drug that 
contains a DPPIV inhibitor and metformin, which is known to enhance the effects of GLP-1. 

It has been reported that glucagon-like peptide-2 (GLP-2) is a hormone secreted in 
response to food intake from L cells in the distal part of the small intestine like GLP-1, and that it 

35 can be used for preventing and/or treating gastrointestinal diseases (Non-patent documents 5 to 
9). However, like GLP-1, GLP-2 is rapidly degraded and inactivated by DPPIV. 



Consequently, there has been demand to develop agents suppressing the degradation of GLP-2, 

and therefore enhancing GLP-2 effects. However, there are no reports describing increases in 

the GLP-2 level upon administration of metformin or the enhancement of GLP-2 effects by the 

combined use of a DPPIV inhibitor and metformin. 
5 [Patent document 1] 

US Patent No. 6166063 

[Patent document 2] 

US Patent No. 6011155 

[Patent document 3] 
10 US Patent No. 6548481 

[Patent document 4] 

WO 01/52825 

[Patent document 5] 

WO 01/97808 
1 5 [Patent document 6] 

US Patent Application NO. 2002/0161001 

[Patent document 7] 

US Patent Application NO. 2002/0198205 
[Patent document 8] 
20 US Patent Application NO. 2003/0105077 
[Non-patent document 1 ] 

Edoardo Mannucci, and eight other authors, "Diabetes Care", 24(3): 489-494 (2001) Mar. 
[Non-patent document 2] 

Mette Zander, and four other authors, "Diabetes Care", 24(4): 720-725 (2001) Apr. 
25 [Non-patent document 3] 

Simon A. Hinke, and five other authors, "Biochemical and Biophysical Research 
Communications", 291(5): 1302-1308 (2002) Mar. 
[Non-patent document 4] 

Simon A. Hinke, and nine other authors, "Diabetes Care", 25(8): 1490-1491 (2002) Aug. 
30 [Non-patent document 5] 

Robin P. Boushey, and two other authors, "American Journal of Physiology", 277(8): E937-E947 
(1999) 

[Non-patent document 6] 

D. L. Sigalet, "Current Opinion in Investigational Drugs", 2(4): 505-509 (2001) Apr. 
35 [Non-patent document 7] 

Daniel J. Drucker, "Gut", 50(3): 428-435 (2002) 



r 



3 

[Non-patent document 8] 

Daniel J. Drucker "Gastroenterology", 122(2): 531-544 (2002) Feb. 
[Non-patent document 9] 

Robin P. Boushey, and two other authors, "Cancer Research", 61: 687-693 (2001) Jan. 

5 

Disclosure of the Invention 

An objective of the present invention is to provide pharmaceutical agents that enhance 
the pharmacological actions of active circulating GLP-1 and/or active circulating GLP-2, by 
suppressing the degradation of GLP-1 and/or GLP-2 when levels have been elevated by a 
10 biguanide agent. 

The present inventors conducted extensive studies in view of the above background, and 
revealed that the combined use of a DPPIV inhibitor and a biguanide agent enhanced the 
pharmacological actions of active circulating GLP-1 and/or active circulating GLP-2. This is 
because the DPPIV inhibitor suppresses the degradation of active circulating GLP-1 and/or 
1 5 active circulating GLP-2, when levels are increased by the biguanide agent. Thus, the inventors 
completed the present invention. 

Specifically, the present invention provides: 

<1> a pharmaceutical agent comprising a dipeptidyl peptidase IV inhibitor and a 
biguanide agent in combination; 

20 

<2> the pharmaceutical agent according to <1>, which enhances the effects of active 
circulating glucagon-like peptide- 1 (GLP-1) and/or active circulating glucagon-like peptide-2 
(GLP-2); 

25 <3> a pharmaceutical agent that enhances the effects of active circulating GLP-2; 

<4> a pharmaceutical agent comprising a dipeptidyl peptidase IV inhibitor and the 
pharmaceutical agent according to <3> in combination; 

30 <5> the pharmaceutical agent according to <1> or <4>, wherein the dipeptidyl peptidase 

IV inhibitor is any one compound selected from: 

(S)- 1 -((3 -hydroxy- 1 -adamantyl)amino)acetyl-2-cyanopyrrolidine; 

(S)-l-(2-((5-cyanopyridin-2-yl)amino)ethyl-aminoacetyl)-2-cyanopyrrolidine; 

isoleucine thiazolidide; isoleucine pyrrolidide; and valine pyrrolidide; 
35 or a salt or hydrate thereof; 
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<6> the pharmaceutical agent according to <1> or <4>, wherein the dipeptidyl peptidase 
inhibitor is a compound represented by the following formula, or a salt or hydrate thereof, 



(wherein, 

T 1 represents a monocyclic or bicyclic 4- to 12-membered heterocyclic group containing 
one or two nitrogen atoms in the ring, that may have one or more substituents; 

X represents a Ci_6 alkyl group which may have one or more substituents, a C2-6 alkenyl 
group which may have one or more substituents, a C 2 . 6 alkynyl group which may have 
one or more substituents, a C 6 -io aryl group which may have one or more substituents, a 5 
to 10-membered heteroaryl group which may have one or more substituents, a C 6 -io aryl 
C1-6 alkyl group which may have one or more substituents, or a 5 to 10-membered 
heteroaryl C\„ 6 alkyl group which may have one or more substituents; 

Z 1 and Z 2 each independently represent a nitrogen atom or a group represented by the 
formula -CR 2 =; 

R 1 and R 2 each independently represent a group according to the formula -A°-A*-A 2 



(wherein A represents a single bond or a Ci< 6 alkyl ene group, which may have 1 
to 3 substituents selected from group B consisting of the substituents described 
below; 

A 1 represents a single bond, an oxygen atom, a sulfur atom, a sulfinyl group, a 
sulfonyl group, a carbonyl group, a group represented by the formula -O-CO-, a 
group represented by the formula -CO-O-, a group represented by the formula 
-NR A -, a group represented by the formula -CO-NR A -, a group represented by 
the formula -NR A -CO, a group represented by the formula -SC>2-NR A -, or a 
group represented by the formula -NR A -S0 2 -; 

A 2 and R A each independently represent a hydrogen atom, a halogen atom, a 
cyano group, aQ. 6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 -6 alkenyl group, a 
C2-6 alkynyl group, C6-10 aryl group, a 5 to 10-membered heteroaryl group, a 4 to 
8-membered heterocyclic group, a 5 to 10-membered heteroaryl d-6 alkyl group, 
a C 6 -io aryl Ci_ 6 alkyl group, or a C2-7 alkyl carbonyl group; 
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however, A 2 and R A each independently may have 1 to 3 substituents selected 
from the substituent group B described below: 

when Z 2 is a group represented by the formula -CR 2 =, R 1 , and R 2 may in 
5 combination form a 5 to 7-membered ring; 

except in cases where: [1] R 1 is a hydrogen atom; Z 1 is a nitrogen atom; and Z 2 is -CH=; 
and [2] Z 1 is a nitrogen atom; and Z 2 is -C(OH)=; 

<Substituent group B> 

Substituent group B represents the group consisting of: a hydroxyl group, a 
mercapto group, a cyano group, a nitro group, a halogen atom, a trifluoromethyl 
group, a Ci_6 alkyl group which may have one or more substituents, a C3-8 
cycloalkyl group, a C 2 . 6 alkenyl group, a C 2 _ 6 alkynyl group, a C 6 -io aryl group, a 5 
to 10-membered heteroaryl group, a 4 to 8-membered heterocyclic group, aC^ 
alkoxy group, a Ci_ 6 alkyl thio group, a group represented by the formula 
-S0 2 -NR B1 -R B2 , a group represented by the formula -NR B1 -CO-R B2 , a group 
represented by the formula -NR B1 -R B2 (where R B1 and R B2 each independently 
represent a hydrogen atom or a C1-6 alkyl group), a group represented by the 
formula -CO-R 83 (where R B3 represents a 4 to 8-membered heterocyclic group), a 
group represented by the formula -CO-R B4 -R 85 and a group represented by the 
formula -CH 2 -CO-R B4 -R B5 (where R B4 represents a single bond, an oxygen atom, 
or a group represented by the formula -NR B6 -; R 35 and R B6 each independently 
represent a hydrogen atom, a Ci_6 alkyl group, a C3-8 cycloalkyl group, a C 2 -6 
alkenyl group, a C 2 . 6 alkynyl group, a C 6 -io aryl group, a 5 to 10-membered 
heteroaryl group, a 4 to 8-membered heterocyclic Ci_ 6 alkyl group, a C 6 -io aryl Cu$ 
alkyl group, or a 5 to 10-membered heteroaryl Ci_ 6 alkyl group)); 

<7> the pharmaceutical agent according to <6>, wherein T 1 is a piperazin-l-yl group or 
30 a 3-amino-piperidin-l -yl group; 

<8> the pharmaceutical agent according to <6>, wherein T 1 is a piperazin-l-yl group; 

<9> the pharmaceutical agent according to any one of <6> to <8>, wherein X is a 
35 3-methyl-2-buten-l-yl group, a 2-butynyl group, a benzyl group, or a 2-chlorophenyl group; 
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<10> the pharmaceutical agent according to any one of <6> to <8>, wherein X is a 
3-methyl-2-buten-l-yl group or a 2-butyn-l-yl group; 

<1 1> the pharmaceutical agent according to any one of <6> to <8>, wherein X is a 
5 2-butyn-l-yl group; 

<12> the pharmaceutical agent according to any one of <6> to <11>, wherein, 
Z 1 is a nitrogen atom; and 
Z 2 is a group represented by the formula -CR 2 = 
10 (where R 2 is as defined in <6>); 

<13> the pharmaceutical agent according to any one of <6> to <1 1>, wherein, 
Z 2 is a nitrogen atom; and 
Z 1 is a group represented by the formula -CR 2 = 
1 5 (where R 2 is as defined in <6>); 

<14> the pharmaceutical agent according to any one of <6> to <13>, wherein R 1 is 
either a methyl group, a cyanobenzyl group, a fluorocyanobenzyl group, a phenethyl group, a 
2-methoxyethyl group, or a 4-methoxycarbonylpridin-2-yl group; 

20 

<15> the pharmaceutical agent according to any one of <6> to <13>, wherein R 1 is a 
methyl group, or a 2-cyanobenzyl group; 

<16> the pharmaceutical agent according to any one of <6> to <15>, wherein R 2 is 
25 either a hydrogen atom, a cyano group, a methoxy group, a carbamoylphenyloxy group, or a 
group represented by the formula: 




(where, 

A 27 represents an oxygen atom, a sulfur atom, or -NH-; 



7 



A 28 and A 29 each independently represent a hydrogen atom or a C|. 6 alkyl group); 

<17> the pharmaceutical agent according to any one of <6> to <1 5>, wherein R 2 is a 
hydrogen atom, a cyano group, or a 2-carbamoylphenyloxy group; 

5 

<18> the pharmaceutical agent according to <6>, wherein the compound represented by 
formula (I) is any one compound selected from: 

( 1 ) 7-(2-butynyl)-2-cyano- 1 -methyl-8-(piperazin- 1 -yl)- 1 ,7-dihydropurin-6-one; 
(2) 

10 3-(2-butynyl)-5-methyl-2-(piperazin-l-yl)-3,5-dihydroimidazo[4,5-d]pyridazin-4-one^ 
(3) 

2-(3-aminopiperidin-l-yl)-3-(2-butynyl)-5-methyl-3,5-dihydroimidazo[4,5-d]pyridazin- 
4-one; 

(4) 2-[7-(2-butynyl)- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-yloxy] 
1 5 benzamide; 
(5) 

7-(2-butynyl)- 1 -(2-cyanobenzyl)-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purine-2-car 
bonitrile; and 

(6) 2-[3-(2-butynyl)-4-oxo-2-(piperazin-l-yl)-3,4-dihydroimidazo[4,5-d] 
20 pyridazin-5-ylmethyl] benzonitrile; 

or a salt or hydrate thereof; 

<19> the pharmaceutical agent according to <1> or <4>, wherein the dipeptidyl 
peptidase IV inhibitor is a compound represented by the following formula, or a salt or hydrate 
25 thereof, 

O 



30 



(II) 



l 2 
R 



(wherein T 1 , X, R 1 , and R 2 are as defined in <6>); 

<20> the pharmaceutical agent according to <19>, wherein T 1 is a piperazin-l-yl group; 
<21> the pharmaceutical agent according to <19> or <20>, wherein X is a 2-butynyl 
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group or a 2-chlorophenyl group; 

<22> the pharmaceutical agent according to <19> or <20>, wherein X is a 2-butynyl 

group; 

<23> the pharmaceutical agent according to any one of <19> to <22>, wherein R 1 is a 
hydrogen atom, a methyl group, a 2-propynyl group, a 2-butynyl group, a cyanomethyl group, a 
phenethyl group, a phenoxyethyl group, or a group represented by the formula: 



0 




(where R 3 represents a hydroxyl group, a Ci_ 6 alkoxy group, or a phenyl group); 

<24> the pharmaceutical agent according to any one of <19> to <23>, wherein R 2 is a 
hydrogen atom, a Ci_ 6 alkyl group, an ethoxyethyl group, a tetrahydrofuranylmethyl group, or a 
group represented by the formula: 




(where, 

R 4 and R 5 are identical to or different from each other, and independently represent a hydrogen 
atom, a methyl group, or a phenyl group; and 

R represents a hydroxyl group, a C\. 6 alkoxy group, or a phenyl group), 
or a group represented by the formula: 



0 




<25> the pharmaceutical agent according to <19>, wherein the compound represented by 
formula (II) is any one compound selected from: 

(1) 7-(2-butynyl)-l,3-dimethyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione; 

(2) 7-(2-butynyl)-3-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione; 

(3) methyl 

[7-(2-butynyl)-3 -methyl-2,6-dioxo-8-(piperazin- 1 -yl)-2,3 ,6,7-tetrahydropurin- 1 -yl] 
acetate; 
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(4) 

7-(2-butynyl)-3-methyl-8-(piperazin- 1 -yl)- 1 -(2-propynyl)-3 J-dihydropurine-2,6-dione; 

(5) 1 ,7-bis(2-butynyl)-3-methyl-8-(piperazin-l -yl)-3 9 7-dihydropurine-2,6-dione; 

(6) [7-(2-butynyl)-3-methyl-2,6-dioxo-8-(piperaz 
5 acetonitrile; 

(7) 

7-(2-butynyl)-3-methyl-l-[(2-oxo-2-phe^ 
2,6-dione; 

(8) 7-(2-butynyl)-3 -ethyl- 1 -methyl-8-(piperazin-l -yl)-3,7-dihydropurine-2,6-dione; 
10 (9) methyl 

[7-(2-butynyl)-l -methyl-2,6-dioxo-8-(piperazin-l -yl)-l ,2,6,7-tetrahydropurin-3-yl] 

acetate; 

(10) 

7-(2-butynyl)-3 -(2-tetrahydrofiiranyl)m ethyl- 1 -methyl-8-(piperazin- 1 -yl)-3 ,7-dihydropu 
15 rine-2,6-dione; 

(11) methyl 

[7-(2-butynyl)-l-methyl-2 ? 6-dioxo-8-(piperazin-l-yl)-l ? 2 ? 6J-tetrahydropurin-3-yl]phe 
ylacetate; 

( 1 2) 7-(2-butynyl)-3 -propyl- 1 -methyl-8-(piperazin- 1 -yl)-3 ,7-dihydropurine-2,6-dione; 
20 (13) 

7-(2-butynyl)-3-(2-oxo-2-phenethyl)-l-methyl-8-(piperazin-l-yl)-3J-dihydropurine-2,6 

-dione; 

(14) ethyl 

2-[7-(2-butynyl)- 1 -methyl-2 ? 6-dioxo-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3-yl] 
25 propionate; 
(15) 

7-(2-butynyl)-3-(2-ethoxyethyl)- 1 -methyl-8-(piperazin- 1 -yl)-3 ,7-dihydropurine-2,6-dio 

ne; 

(16) 

30 7-(2-butynyl)-3-isopropyl-l-methyl-8-(piperazin-l-yl)-3 3 7-dihydropurine-2,6-dione; 
(17) 

7-(2-butynyl)-3-(33-dimethyl-2-oxobutyl)-l-methyl-8-(piperazin-l-yl)-3,7-dihydropuri 

ne-2,6-dione; 

(18) 

35 7-(2-butynyl)-l-methyl-3-(2-oxopy^^ 
,6-dione; 
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(19) 

7-(2-butynyl)-3-(2-ethoxyethyl)- 1 -(2-oxo-2-phenylethyl)-8-(piperazin- 1 -yl)-3 ,7-dihydro 
purine-2,6-dione; 

(20) methyl 

5 [7-(2-butynyl)-2,6-dioxo-l-(2-oxo-^ 
purin-3-yl] acetate; 

(21) ethyl 

[7-(2-butynyl)-2,6-dioxo-l-(2-phenethyl)-8^ 
1] acetate; 
10 (22) 

[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3-y 

1] acetate; 

(23) 

7-(2-butynyl)-342-oxo-2-(pyrrolidin-l-yl)ethyl]-l-(2-phenethyl)-8-^ 
1 5 dihydropurine-2,6-dione; 
(24) 

2-[7-(2-butynyl)-2,6-dioxo-l-(2-phenethyl)-8^ 

-yl] -N-methylacetamide; 

(25) 

20 2-[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3 

-yl]-N-cyclopropyl acetamide; 
(26) 

2-[7-(2-butynyl)-2,6-dioxo-l -(2-phenethyl)-8-(piperazin-l -yl)-l ,2,6 ,7-tetrahydropurin-3 
-yl]-N-phenyl acetamide; and 
25 (27) 

2-[7-(2-butynyl)-2,6-dioxo-l-(2-phenethy^ 
-yl]-N-(2-propynyl) acetamide; 
or a salt or hydrate thereof; 

30 <26> the pharmaceutical agent according to <1>, wherein the biguanide agent is 

metformin; 



35 



<27> the pharmaceutical agent according to <1> or <2>, which is a preventive or 
therapeutic agent for a disease which is associated with active circulating GLP-1 and/or active 
circulating GLP-2; 



11 



<28> the pharmaceutical agent according to <27>, wherein the disease is at least any 
one selected from the group consisting of: diabetes, obesity, hyperlipidemia, and gastrointestinal 
diseases; 

<29> the pharmaceutical agent according to <3> or <4>, which is a preventive or 
therapeutic agent for a disease which is associated with active circulating GLP-2; 

<30> the pharmaceutical agent according to <29>, wherein the disease is a 
gastrointestinal disease; 

<31> a method for preventing or treating a disease which is associated with active 
circulating GLP-1 and/or active circulating GLP-2, which comprises administering the 
pharmaceutical agent according to <1> or <2> at an effective amount; 

<32> the use of the pharmaceutical agent according to <1> or <2> for producing a 
preventive or therapeutic agent for a disease which is associated with active circulating GLP-1 
and/or active circulating GLP-2; 

<33> a method for preventing or treating a disease which is associated with active 
circulating GLP-2 , which comprises administering the pharmaceutical agent according to <3> or 
<4> at an effective amount; 

<34> the use of the pharmaceutical agent according to <3> or <4> for producing a 
preventive or therapeutic agent for a disease which is associated with active circulating GLP-2; 

<35> a method for enhancing the effects of active circulating GLP-1 and/or active 
circulating GLP-2, which comprises using the pharmaceutical agent according to <1> or <2>; 
and 

<36> a method for enhancing the effects of active circulating GLP-2, which comprises 
using the pharmaceutical agent according to <3> or <4>. 

The present invention also includes: 

<37> an agent for enhancing the effects of active circulating glucagon-like peptide- 1 
(GLP-1) and/or active circulating glucagon-like peptide-2 (GLP-2), which comprises a 
dipeptidyl peptidase IV inhibitor and a biguanide agent in combination; 
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<38> an agent for enhancing the effects of active circulating glucagon-like peptide-2 
(GLP-2), which comprises a biguanide agent as an active ingredient; 

<39> an agent for enhancing the effects of active circulating glucagon-like peptide-2 
(GLP-2), which comprises a dipeptidyl peptidase IV inhibitor and a biguanide agent in 
combination; 

<40> a preventive or therapeutic agent for diabetes, obesity, hyperlipidemia, or 
gastrointestinal diseases, which enhances the effects of active circulating glucagon-like peptide- 1 
(GLP-1) , and which comprises a dipeptidyl peptidase IV inhibitor and a biguanide agent as 
active ingredients; 

<41> a preventive or therapeutic agent for gastrointestinal diseases, which enhances the 
effects of active circulating glucagon-like peptide-2 (GLP-2), and which comprises a dipeptidyl 
peptidase IV inhibitor and a biguanide agent as active ingredients; and 

<42> a preventive or therapeutic agent for diabetes, obesity, hyperlipidemia, or 
gastrointestinal diseases, which comprises a dipeptidyl peptidase IV inhibitor and a biguanide 
agent as active ingredients. 

In items <37> to <42>, it is preferred that the dipeptidyl peptidase IV inhibitor is as 
defined by any one of <5> to <25> listed above and the biguanide agent is as defined above in 

<26>. 

Best Mode for Carrying Out the Invention 

Herein, a structural formula of a compound sometimes represents a certain isomer for 
convenience of description. However, compounds of the present invention may include all 
possible isomers, such as structurally possible geometric isomers, optical isomers generated due 
to the presence of asymmetric carbons, stereoisomers, tautomers, and mixtures of isomers, and 
are not limited to formulae being used for the convenience of description, and may be either of 
two isomers or a mixture of both isomers. Thus, compounds of the present invention may be 
either optically active compounds having an asymmetric carbon atom in their molecules or their 
racemates, and are not restricted to either of them but include both. Furthermore, compounds 
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of the present invention may exhibit crystalline polymorphism, but likewise are not restricted to 
any one of these but may be in any one of these crystal forms or exist as a mixture of two or 
more crystal forms. Compounds of the present invention also include both anhydrous and 
hydrated forms. Substances produced through in vivo metabolism of compounds of the 
5 invention are also within the scope of claims. 

The terms and symbols used herein are defined and the present invention is described in 
detail below. 

As used herein, the phrase "Ci_ 6 alkyl group" refers to a linear or branched alkyl group 
containing 1 to 6 carbon atoms, which is a monovalent group obtained by removal of any one of 
10 the hydrogen atoms from an aliphatic hydrocarbon containing 1 to 6 carbons, and specifically, 
includes, for example, a methyl group, an ethyl group, a 1 -propyl group, a 2-propyl group, a 
2 -methyl- 1 -propyl group, a 2-methyl-2-propyl group, a 1 -butyl group, a 2-butyl group, a 

1- pentyl group, a 2-pentyl group, a 3-pentyl group, a 2-methyM -butyl group, a 3 -methyl- 1 -butyl 
group, a 2-methyl-2-butyl group, a 3-methyl-2-butyl group, a 2,2-dimethyl-l -propyl group, a 

15 1-hexyl group, a 2-hexyl group, a 3-hexyl group, a 2-methyl- 1-pentyl group, a 3 -methyl- 1-pentyl 
group, a 4-methyl- 1-pentyl group, a 2-methyl-2-pentyl group, a 3-methyl-2-pentyl group, a 
4-methyl-2-pentyl group, a 2-methyl-3-pentyl group, a 3-methyl-3-pentyl group, a 
2,3-dimethyl-l -butyl group, a 3, 3 -dimethyl- 1 -butyl group, a 2,2-dimethyl-l -butyl group, a 

2- ethyl-l -butyl group, a 3,3-dimethyl-2 -butyl group, and a 2,3-dimethyl-2-butyl group. 

20 As used herein, the phrase "C 2 -6 alkenyl group" refers to a linear or branched alkenyl 

group containing 2 to 6 carbons, and specifically includes, for example, a vinyl group, an allyl 
group, a 1-propenyl group, a 2-propenyl group, a 1-butenyl group, a 2-butenyl group, a 3-butenyl 
group, a pentenyl group, and a hexenyl group. 

As used herein, the phrase "C2-6 alkynyl group" refers to a linear or branched alkynyl 

25 group containing 2 to 6 carbons, and specifically includes, for example, an ethynyl group, a 
1-propynyl group, a 2-propynyl group, a butynyl group, a pentynyl group, and a hexynyl group. 

As used herein, the phrase "C 3 . 8 cycloalkyl group" refers to a cyclic aliphatic 
hydrocarbon group containing 3 to 8 carbon atoms, and specifically includes, for example, a 
cyclopropyl group, a cyclobutyl group, a cyclopentyl group, a cyclohexyl group, a cycloheptyl 

30 group, and a cyclooctyl group. 

As used herein, the phrase "Ci_ 6 alkylene group" refers to a divalent group obtained by 
removal of another arbitrary hydrogen atom from a "Ci_ 6 alkyl group" defined above, and 
specifically includes, for example, a methylene group, a 1,2-ethylene group, a 1,1 -ethylene group, 
a 1,3 -propylene group, a tetramethylene group, a pentamethylene group, and a hexamethylene 

35 group. 

As used herein, the phrase "C3-8 cycloalkylene group" refers to a divalent group obtained 
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by removal of another arbitrary hydrogen atom from a "C 3 .g cycloalkyl group" defined above. 

As used herein, the phrase "Ci- 6 alkoxy group" refers to an oxy group linked to a "Ci^ 
alkyl group" defined above, and specifically includes, for example, a methoxy group, an ethoxy 
group, a 1-propyloxy group, a 2-propyloxy group, a 2-methyl-l-propyloxy group, a 
5 2-methyl-2-propyloxy group, a 1-butyloxy group, a 2-butyloxy group, a 1-pentyloxy group, a 
2-pentyloxy group, a 3-pentyloxy group, a 2-methyl- 1-butyloxy group, a 3 -methyl- 1-butyloxy 
group, a 2-methyl-2-butyloxy group, a 3-methyl -2-butyloxy group, a 2,2-dimethyl- 1-propyloxy 
group , a 1-hexyloxy group, a 2-hexyloxy group, a 3-hexyloxy group, a 2-methyl- 1-pentyloxy 
group, a 3 -methyl- 1-pentyloxy group, a 4-methyl- 1-pentyloxy group, a 2-methyl-2-pentyloxy 

10 group, a 3-methyl-2-pentyloxy group, a 4-methyl-2-pentyloxy group, a 2-methyl-3-pentyloxy 
group, a 3-methyl-3-pentyloxy group, a 2,3-dimethyl-l-butyloxy group, a 
3, 3 -dimethyl- 1-butyloxy group, a 2,2-dimethyl- 1-butyloxy group, a 2-ethyl- 1-butyloxy group, a 
3,3-dimethyl-2-butyloxy group, and a 2,3-dimethyl-2-butyloxy group. 

As used herein, the phrase "Ci_ 6 alkylthio group" refers to a thio group linked to a "Ci_ 6 

15 alkyl group" defined above, and specifically includes, for example, a methylthio group, an 
ethylthio group, a 1-propylthio group, a 2-propylthio group, a butylthio group, and a pentylthio 
group. 

As used herein, the phrase "C2-7 alkoxycarbonyl group" refers to a carbonyl group linked 
to a "Ci_6 alkoxy group" defined above, and specifically includes, for example, a 
20 methoxycarbonyl group, an ethoxycarbonyl group, a 1-propyloxycarbonyl group, and a 
2-propyloxycarbonyl group. 

As used herein, the phrase "C2-7 alkylcarbonyl group" refers to a carbonyl group linked to 
a "Q_ 6 alkyl group" defined above, and specifically includes, for example, a methylcarbonyl 
group, an ethylcarbonyl group, a 1-propylcarbonyl group, and a 2-propyl carbonyl group. 
25 As used herein, the term "halogen atom" refers to a fluorine atom, a chlorine atom, a 

bromine atom, or an iodine atom. 

As used herein, the phrase "C 6 -io aryl group" refers to an aromatic cyclic hydrocarbon 
group containing 6 to 10 carbon atoms, and specifically includes, for example, a phenyl group, a 
1-naphthyl group, and a 2-naphthyl group. 
30 As used herein, the term "heteroatom" refers to a sulfur atom, an oxygen atom, or a 

nitrogen atom. 

As used herein, the phrase "5 to 10-membered heteroaryl ring" refers to an aromatic 5 to 
10-membered ring containing one or more heteroatoms, and specifically includes, for example, 
a pyridine ring, a thiophene ring, a furan ring, a pyrrole ring, an oxazole ring, an isoxazole ring, a 
35 thiazole ring, a thiadiazole ring, an isothiazole ring, an imidazole ring, a triazole ring, a pyrazole 
ring, a furazan ring, a thiadiazole ring, an oxadiazole ring, a pyridazine ring, a pyrimidine ring, a 
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pyrazine ring, a triazine ring, indole ring, an isoindole ring, an indazole ring, a chromene ring, a 
quinoline ring, an isoquinoline ring, a cinnoline ring, a quinazoline ring, a quinoxaline ring, a 
naphthyridine ring, a phthalazine ring, a purine ring, a pteridine ring, a thienofuran ring, an 
imidazothiazole ring, a benzofuran ring, a benzothiophene ring, a benzoxazole ring, a 
5 benzothiazole ring, a benzothiadiazole ring, a benzimidazole ring, an imidazopyridine ring, a 
pyrrolopyridine ring, a pyrrolopyrimidine ring, and a pyridopyrimidine ring. Preferable "5 to 
10-membered heteroaryl rings" include a pyridine ring, a thiophene ring, a furan ring, a pyrrole 
ring, an imidazole ring, a 1,2,4-triazole ring, a thiazole ring, a thiadiazole ring, a pyrazole ring, a 
furazan ring, a thiadiazole ring, a pyridazine ring, a pyrimidine ring, a pyrazine ring, an 
10 isoquinoline ring, a benzoxazole ring, a benzothiazole ring, and a benzimidazole ring. The 
most preferable example is a pyridine ring. 

As used herein, the phrase "5 to 10-membered heteroaryl group" refers to a monovalent 
or divalent group obtained by removal of any one or two hydrogen atoms from a "5 to 
10-membered heteroaryl ring" described above. 
15 As used herein, the phrase "4 to 8-membered heterocyclic ring" refers to a non-aromatic 

ring in which: 

(i) the number of atoms constituting the ring is 4 to 8; 
(ii) the atoms constituting the ring include 1 to 2 heteroatoms; 

(iii) the ring may contain 1 to 2 double bonds; 
20 (iv) the ring may contain 1 to 3 carbonyl groups; and 

(v) the ring is monocyclic. 

Specifically, the 4 to 8-membered heterocyclic ring includes, for example, an azetidine 
ring, a pyrrolidine ring, a piperidine ring, an azepan ring, an azocane ring, a tetrahydrofuran ring, 
a tetrahydropyran ring, a morpholine ring, a thiomorpholine ring, a piperazine ring, a thiazolidine 
25 ring, a dioxane ring, an imidazoline ring, a thiazoline ring, and a ring represented by one of the 
formulae: 



(where s represents an integer from 1 to 3; T x represents a methylene group, an oxygen atom or 
a group represented by the formula -NT 4 "-, wherein T 4 * represents a hydrogen atom or Ci_ 6 alkyl 
30 group. Preferably the "4- to 8-membered heterocyclic rings" include a pyrrolidine ring, a 
piperidine ring, an azepan ring, a morpholine ring, a thiomorpholine ring, a piperazine ring, a 
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dihydrofuran-2-one ring, and a thiazolidine ring. 

As used herein, the phrase "4 to 8-membered heterocyclic group" refers to a monovalent 
or divalent group obtained by removal of any one or two hydrogen atoms from a "4 to 
8-membered heterocycle" described above. Preferably, the "4 to 8-membered heterocyclic 
5 groups" include a piperidin-l-yl group, a pyrrolidin-l-yl group, and a morpholin-4-yl group. 

As used herein, the phrase "C 6 -io aryl Ci_ 6 alkyl group" refers to a group obtained by 
substitution of a "Ce-io aryl group" defined above for an arbitrary hydrogen atom in a "Ci- 6 alkyl 
group" defined above, and specifically includes, for example, a benzyl group, a phenethyl group, 
and a 3-phenyl-l -propyl group. 
10 As used herein, the phrase "5 to 10-membered heteroaryl Ci_ 6 alkyl group" refers to a 

group obtained by substitution of a "5 to 10-membered heteroaryl group" defined above for an 
arbitrary hydrogen atom in a "C\. 6 alkyl group" defined above, and specifically, includes for 
example, a 2-pyridylmethyl and a 2-thienylmethyl group. 

As used herein, the phrase "4 to 8-membered heterocyclic d_6 alkyl group" refers to a 
1 5 group obtained by substitution of a "4 to 8-membered heterocyclic group" defined above for an 
arbitrary hydrogen atom in a "Ci_ 6 alkyl group" defined above. 

As used herein, the phrase "monocyclic or bicyclic 4 to 12-membered heterocyclic group 
containing one or two nitrogen atoms in the ring, that may have one or more substituents" refers 
to a non-aromatic cyclic group which may have one or more substituents. In the non-aromatic 
20 cyclic groups: 

(i) the number of atoms constituting the ring of the cyclic group is 4 to 12; 

(ii) the atoms constituting the ring of the cyclic group include one or two nitrogen atoms; 

and 

(iii) the group is a monocyclic or bicyclic structure. 
25 Specifically, the group is represented by the formula: 




(where n and m each independently represent 0 or 1; R 31 to R 44 independently represent a 
hydrogen atom or a substituent selected from substituents referred to in the phrase "which may 
have one or more substituents" (the substituent group S defined below); any two of R 31 to R 44 
30 may in combination form a Ci_6 alkylene group). 
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As used herein, the phrase "which may have one or more substituents" means that a 
group may have one or more substituents in any combination at replaceable positions. 
Specifically, such substituents include, for example, a substituent selected from the substituent 
group S defined below. 

<Substituent group S> 
This group consists of: 

(1) a halogen atom, 

(2) a hydroxyl group, 

(3) a mercapto group, 

(4) a nitro group, 

(5) a cyano group, 

(6) a formyl group, 

(7) a carboxyl group, 

(8) a trifluoromethyl group, 

(9) a trifluoromethoxy group, 

(10) an amino group, 

(11) an oxo group, 

(12) an imino group, and 

(13) a group represented by the formula -T lx -T 2x (where T lx is a single bond, a C|_6 
alkylene group, an oxygen atom, a group represented by the formula -CO-, a group represented 
by the formula -S-, a group represented by the formula -S(O)-, a group represented by the 
formula -S(0) 2 -, a group represented by the formula -O-CO-, a group represented by the formula 
-CO-O-, a group represented by the formula -NR T -, a group represented by the formula 
-CO-NR T -, a group represented by the formula -NR T -CO-, a group represented by the formula 
-S0 2 -NR T -, a group represented by the formula -NR T -S0 2 -, a group represented by the formula 
-NH-CO-NR T - or a group represented by the formula -NH-CS-NR 7 -; 

T represents a hydrogen atom, a Ci_ 6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 -6 alkenyl group, 
a C 2 _ 6 alkynyl group, a phenyl group, a 1-naphthyl group, a 2-naphthyl group, a 5 to 
10-membered heteroaryl group or a 4 to 8-membered heterocyclic group; 

R represents a hydrogen atom, a Ci_6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 . 6 alkenyl group 
or a C 2 _6 alkynyl group; 

provided that T 2x and R T each may independently have 1 to 3 substituents selected from the 
substituent group T defined below) . 
<Substituent group T> 

This group consists of: hydroxyl, cyano, a halogen atom, Ci_ 6 alkyl, C 3 . 8 cycloalkyl, C 2 . 6 
alkenyl, C 2 _ 6 alkynyl, phenyl, 1-naphthyl, 2-naphthyl, 5 to 10-membered heteroaryl, 4 to 
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8-membered heterocyclic ring, Ci_ 6 alkoxy, Ci. 6 alkylthio, C2-7 alkoxycarbonyl group, etc. 
The <substituent group S> preferably consists of: 

(1) a halogen atom, 

(2) a hydroxyl group, 

(3) a cyano group, 

(4) a carboxyl group, 

(5) a trifluoromethyl group, 

(6) a trifluoromethoxy group, 

(7) an amino group, 

(8) aCi.6 alkyl group, 

(9) a C 3 _8 cycloalkyl group, 

(10) a C 2 -6 alkenyl group, 

(11) a C2-6 alkynyl group, 

(12) a phenyl group, and 

(13) a C1-6 alkoxy group. 

As used herein, the phrase "Ci_ 6 alkyl group which may have one or more substituents" in 
the substituent group B defined above refers to a "Ci_6 alkyl group" which may have one or more 
groups selected from the substituents referred to in the phrase "which may have one or more 
substituents" at replaceable positions. Preferably, the "Ci_ 6 alkyl group which may have one or 
more substituents" refers to a Ci_ 6 alkyl group which may have one or two substituents selected 
from the group consisting of a cyano group, a carboxyl group, a C2-7 alkoxycarbonyl group, a 
group represented by the formula -NR 3T COR 4T , a group represented by the formula -CONR 3T R 4T 
(where R 3T and R 4T each independently represent a hydrogen atom or a Cj. 6 alkyl group), and a 
Ci_ 6 alkoxy group. 

In formula (I) indicated above, the phrase "when Z 2 represents a group of the formula 

21 2 

-CR"= R , and R x may in combination form a 5 to 7-membered ring" means that compounds 
represented by formula (I) indicated above includes compounds (III) represented by the formula: 



(where Z, X, and T 1 are as defined above; A T1 represents an oxygen atom, a sulfur atom, a 
sulfinyl group, a sulfonyl group, a carbonyl group, a methylene group which may have one or 
more substituents, or a nitrogen atom which may have one or more substituents; A 72 represents a 
C 2 -6 alkylene group which may have one or more substituents). In formula (III) shown above, 




(III) 
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A T1 preferably represents an oxygen atom, and A 17 preferably represents a C 2 -4 alkylene group. 

As used herein, the phrase "cyanobenzyl group" refers to a benzyl group having one 
cyano group, and specifically, includes, for example, a 2-cyanobenzyl group, a 3 -cyanobenzyl 
group, and a 4-cyanobenzyl group. 
5 As used herein, the phrase "fluorocyanobenzyl group" refers to a benzyl group having 

one fluorine atom and one cyano group, and specifically, includes, for example, a 
2-cyano-4-fluorobenzyl group and a 2-cyano-6-fluorobenzyl group. 

As used herein, the phrase "carbamoylphenyloxy group" refers to a phenyloxy group 
having a group represented by the formula -CONH 2 , and specifically, includes, for example, a 
10 2-carbamoylphenyloxy group, a 3 -carbamoylphenyloxy group, and a 4-carbamoylphenyloxy 
group. 

As used herein, the phrase "phenyloxy" and "phenoxy" are equivalent. 

Herein, there is no limitation on the type of "salts" as long as salts are pharmaceutically 
acceptable and derived from any compound of the present invention. Such salts include, for 
15 example, inorganic acid salts, organic acid salts, inorganic base salts, organic base salts, and 
acidic or basic amino acid salts. 

Examples of preferred inorganic acid salts include hydrochloride, hydrobromide, sulfate, 
nitrate, and phosphate. Examples of preferred organic salts include acetate, succinate, fiimarate, 
maleate, tartrate, citrate, lactate, stearate, benzoate, methanesulfonate, and p-toluene sulfonate. 
20 Examples of preferred inorganic base salts include: alkali metal salts such as sodium salts 

and potassium salts; alkaline earth metal salts such as calcium salts and magnesium salts; 
aluminum salts; and ammonium salts. Examples of preferred organic base salts include 
diethylamine salts, diethanolamine salts, meglumine salts, and N,N'-dibenzylethylenediamine 
salts. 

25 Examples of preferred acidic amino acid salts include aspartate and glutamate. 

Examples of preferred basic amino acid salts include arginine salts, lysine salts, and ornithine 
salts. 

As used herein, the phrase "enhancing the effects of active circulating GLP-1 and/or 
active circulating GLP-2" means that the effects of active circulating GLP-1 and/or active 
30 circulating GLP-2 are enhanced due to increased blood levels of these peptides, which results 
from their enhanced secretion or suppressed degradation. 

As used herein, the phrase "enhancing the effects of active circulating GLP-2" means 
that the effects of active circulating GLP-2 are enhanced due to the increased blood level of this 
peptide, which results from its enhanced secretion or suppressed degradation. 
35 The effects of active circulating GLP-1 include: enhancing secretion of insulin in a 

glucose-dependent manner; enhancing biosynthesis of insulin; suppressing secretion of 
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glucagon; promoting P cell renewal; activating glycogen synthase in the liver; suppressing food 
intake; suppressing weight gain; suppressing gastric emptying; and suppressing gastric acid 
secretion. 

The effects of active circulating GLP-2 include: promoting growth of intestinal 
5 epithelial cells; promoting growth of epithelial cells in the gastrointestinal tract; suppressing 
apoptosis of epithelial cells in the gastrointestinal tract; maintaining the gastrointestinal barrier 
function; enhancing glucose absorption; suppressing secretion of gastric acid; and enhancing 
blood flow in the gastrointestinal tract. 

The phrase "enhancing the effect(s)" means enhancing the effects described above. 
10 As used herein, the "biguanide agent" refers, for example, to phenformin, metformin, 

and buformin, which are agents that have the following effects: suppressing gluconeo genesis and 
glycogenolysis in the liver; potentiating the susceptibility of skeletal muscle to insulin; 
suppressing glucose absorption in the intestinal tract; and decreasing weight by suppressing food 
intake. A preferred biguanide agent is metformin. 
15 Herein, the "disease which is associated with active circulating GLP-1 and/or active 

circulating GLP-2" include, for example, diabetes, obesity, hyperlipidemia, hypertension, 
arteriosclerosis, and gastrointestinal diseases. 

Herein, the "disease which is associated with active circulating GLP-2" includes, for 
example, gastrointestinal diseases. 
20 As used herein, the phrase "and/or" means both "and" and "or". 

(S)-l -((3 -hydroxy- l-adamantyl)amino)acetyl-2-cyanopyrrolidine can be produced by 
the method described in US Patent No. 6166063. 

(S)-l-(2-((5-cyanopyridin-2-yl)amino)ethyl-aminoacetyl)-2-cyanopyrrolidine can be produced 

by the method described in US Patent No. 601 1155. 
25 Isoleucine thiazolidide, isoleucine pyrrolidide, and valine pyrrolidide can be produced 

according to the method described in US Patent No. 6548481. 

The compound represented by formula (II) indicated herein can be produced by the 

method described below in [Typical synthesis methods] or any one of the methods described in 

US Patent Application Publication No. 2002/0161001; US Patent Application Publication No. 
30 2003/0105077; and US Patent Application Publication No. 2002/0198205. 

[Typical synthesis methods] 

Representative methods for producing compounds of the present invention, represented 
by formulae (I) and (II) above are described below. 
35 Each symbol in the production methods is defined below. R 31 to R 42 , n, m, R 1 , R 2 , X, 

A 0 , A 1 , A 2 , R A , and T l are the same as defined above. 
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U , U and Hal each independently represent a leaving group such as a chlorine atom, a 
bromine atom, an iodine atom, a methanesulfonyloxy group, or a p-toluenesulfonyloxy group. 

R pl , R p2 , and R p3 each independently represent an -NH-protecting group such as a 
pivalyloxymethyl group and a trimethylsilylethoxymethyl group. 
5 R** represents a hydroxyl group-protecting group such as a /-butyldimethylsilyl group 

and a /-butyldiphenylsilyl group. 

R p5 represents an NH-protecting group such as N,N-dimethylsulfamoyl, trityl, benzyl, 
and /-butoxycarbonyl. 

U 2 and U 4 each independently represent a chlorine atom, a bromine atom, an iodine 
10 atom, a methanesulfonyloxy group, a p-toluenesulfonyloxy group, a group represented by the 
formula -B(OH) 2 , a 4,4,5,5-tetramethyl-l,3,2-dioxaboran-2-yl group, or a group represented by 
the formula -Sn(R z ) 3 (where R z represents a Ci_6 alkyl group). 

R x2 is a group represented by the formula -OA 2 , a group represented by the formula 
-S-A 2 , a group represented by the formula — N(R A )A 2 , or a 4- to 8-membered heterocyclic group 
15 which may have one or more substituents (for example, 1-pyrrolidinyl, 1 -morpholinyl, 
1 -piperazinyl, or 1 -piperidyl), etc. 

R x3 represents a group of the formula -A°-A 1 -A 2 , such as a cyano group, aCi. 6 alkyl 
group which may have one or more substituents, a C 3 _ 8 cycloalkyl group which may have one or 
more substituents, a C 2 _6 alkenyl group which may have one or more substituents, a C 2 ^6 alkynyl 
20 group which may have one or more substituents, and a C 6 -io aryl group which may have one or 
more substituents. 

2COOR. 

A represents a Cj-6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 . 6 alkenyl group, a 
C2-6 alkynyl group, a C 6 -io aryl group, a 5- to 10-membered heteroaryl group, a 4- to 8-membered 
heterocyclic group, a 5- to 10-membered heteroaryl Ci_ 6 alkyl group, or a C 6 -io aryl C|. 6 alkyl 

25 group, each of which contains an ester group. 

a 2cooh represents a C1-6 alkyl group, a C 3 -g cycloalkyl group, a C 2 -6 alkenyl group, a 
C 2 -6 alkynyl group, C 6 -io aryl group, a 5- to 10-membered heteroaryl group, a 4- to 8-membered 
heterocyclic group, a 5- to 10-membered heteroaryl C\.e alkyl group, or a C 6 -io aryl Ci_6 alkyl 
group, each of which contains a carboxylic acid. 

30 A 2N02 represents a Cu 6 alkyl group, a C 3 - 8 cycloalkyl group, a C 2 . 6 alkenyl group, a C 2 _ 6 

alkynyl group, a C 6 -io aryl group, a 5- to 10-membered heteroaryl group, a 4- to 8-membered 
heterocyclic group, a 5- to 10-membered heteroaryl C|_6 alkyl group, or a C6-10 aryl Ci_ 6 alkyl 
group, each of which contains a nitro group. 

A 2NH2 represents a Ci_ 6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 _6 alkenyl group, a C 2 -6 

35 alkynyl group, a C 6 -io aryl group, a 5- to 10-membered heteroaryl group, a 4- to 8-membered 
heterocyclic group, a 5- to 10-membered heteroaryl Ci_ 6 alkyl group, or a C 6 -io aryl Ci- 6 alkyl 
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group, each of which contains an amino group. 

A 2CN represents aC^ alkyl group, a C 3 -g cycloalkyl group, a C 2 _ 6 alkenyl group, a C 2 -6 
alkynyl group, a C 6 -io aryl group, a 5- to 1 0-membered heteroaryl group, a 4- to 8-membered 
heterocyclic group, a 5- to 10-membered heteroaryl Ci_ 6 alkyl group, or a C 6 -io aryl Ci_6 alkyl 
group, each of which contains a nitrile group. 

A represents a Ci_ 6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 _ 6 alkenyl group, a 
C 2 -6 alkynyl group, C 6 -io aryl group, a 5- to 10-membered heteroaryl group, a 4- to 8-membered 
heterocyclic group, a 5- to 10-membered heteroaryl Ci_ 6 alkyl group, or a C 6 -io aryl Ci- 6 alkyl 
group, each of which contains a carboxylic amide group. 

M represents -MgCl, -MgBr, -Sn(R z ) 3 (where R z is as defined above), etc. 

The term "room temperature" refers to a temperature of about 20 to about 30°C. 

T la is defined as the group represented by T 1 , or represents a group of the formula: 



(where R 31 to R 44 are as defined above, except that any one of R 31 to R 44 represents -NH-R p3 ), or 
a group represented by the formula: 



(where R 31 to R 40 are as defined above, except that any one of R 31 to R 40 represents -NH-R p3 ). 




a group represented by the formula: 





23 



s represents 1 to 4. 

R 51 to R 54 each independently represent a hydrogen atom, aCi. 6 alkyl group, or a C 6 _i 0 
aryl group. 

In examples of reactions represented by the following reaction schemes, unless 
otherwise specified, quantities of reagents, catalysts, and others, to be used (equivalent, weight%, 
and weight ratio) are represented as ratios to a main compound in each reaction scheme. A 
main compound refers to a compound represented by a chemical formula in the reaction scheme 
and having the backbone of compounds of the present invention. 
Production method A 
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[StepAl] 

In this step, an -NH-protecting reagent is reacted with compound (la) [CAS No. 
56160-64-6] to give compound (2a). The reaction conditions are selected depending on the 
5 type of -NH-protecting reagent to be used. The reaction may be performed under conditions 
that are generally used to introduce a protecting group using the reagent. 

An -NH-protecting reagent can be a reagent that is generally used to introduce an 
-NH-protecting group. Specifically, such -NH-protecting reagents include, for example, 
chloromethyl pivalate. It is preferable to use 1 to 2 equivalents of a protecting reagent. 
10 Solvents for the reaction include acetonitrile, N,N-dimethylformamide, N-methylpyrrolidone, 
1,4-dioxane, tetrahydrofuran, and dimethoxyethane. N,N-dimethylformamide is preferably 
used. 

The reaction can be achieved in the presence of a base. Examples of bases to be used 
in the reaction include cesium carbonate, lithium carbonate, sodium carbonate, potassium 
15 carbonate, and sodium hydride. Sodium hydride is preferably used. In this case, a base is 
preferably used in an amount of 1 to 5 equivalents. The reaction can be conducted at a 
temperature ranging from 0°C to 1 50°C. A preferred reaction temperature is room temperature. 
[StepA2] 

In this step, compound (2 a) is reacted with compound (2a-2) to give compound (3 a). 

20 Compound (2a-2) can be any compound that is an electrophilic reagent such as an alkyl 

halide. Specific examples include alkyl halides such as iodomethane, iodoethane, iodopropane, 
and benzyl bromide; alkenyl halides such as allyl bromide and l-bromo-3-methyl-2-butene; and 
alkynyl halides such as propargyl bromide and 1 -bromo-2-butyne. One to two equivalents of 
an electrophilic reagent are preferably used. 

25 Solvents for the reaction include, for example, dimethyl sulfoxide, 

N,N-dimethylformamide, N-methylpyrrolidone, dioxane, tetrahydrofuran, and toluene. 

The reaction can be achieved in the presence or absence of a base. Examples of 
bases to be used in the reaction include lithium hydroxide, sodium hydroxide, potassium 
hydroxide, lithium carbonate, sodium carbonate; potassium carbonate, cesium carbonate, lithium 

30 hydride, sodium hydride, potassium hydride, butyllithium, methyllithium, lithium 
bis(trimethylsilyl)amide, sodium bis(trimethylsilyl)amide, and potassium 

bis(trimethylsilyl)amide. In this case, one to two equivalents of a base are preferably used. 
The reaction can be conducted at a temperature ranging from 0°C to 150°C. 
[Step A3] 

35 In this step, the benzyl group at the 7-position is removed from compound (3 a) to give 

compound (4a). 
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Specifically, compound (4a) can be prepared from compound (3a), for example, by 
catalytic reduction under a hydrogen atmosphere in the presence of a metal catalyst, but the 
reaction conditions are not limited thereto. 

Specific solvents for the reaction include, for example, methanol, ethanol, propanol, 
5 acetic acid, dimethyl sulfoxide, N,N-dimethylformamide, N-methylpyrrolidone, dioxane, 
tetrahydrofuran, and toluene. Examples of metal catalysts include palladium carbon, platinum 
oxide, and Raney nickel. A metal catalyst is preferably used at 0.5 to 50 weight%. A 
preferred hydrogen pressure is 1 to 5 atm. The reaction can be conducted at a temperature 
ranging from 0°C to 150°C. 
10 [StepA4] 

In this step, compound (4a) is reacted with compound (4a-2) to give compound (5a). 
Specific examples of compound (4a-2) are: alkyl halides such as iodomethane, 
iodoethane, iodopropane, and benzyl bromide; alkenyl halides such as allyl bromide and 
l-bromo-3-methyl-2-butene; or alkynyl halides such as propargyl bromide and 
1 5 1 -bromo-2-butyne. These halides are preferably used in an amount of one to two equivalents. 

Solvents for the reaction include dimethyl sulfoxide, N,N-dimethylformamide, 
N-methylpyrrolidone, dioxane, tetrahydrofuran, and toluene. 

The reaction can be carried out in the presence or absence of a base. Examples of 
bases to be used in the reaction include lithium hydroxide, sodium hydroxide, potassium 
20 hydroxide, lithium carbonate, sodium carbonate, potassium carbonate, cesium carbonate, lithium 
hydride, sodium hydride, potassium hydride, butyllithium, methyllithium, lithium 
bis(trimethylsilyl)amide, sodium bis(trimethylsilyl)amide, and potassium 

bis(trimethylsilyl)amide. In this case, 1 to 4 equivalents of a base are preferably used. The 
reaction can be conducted at a temperature ranging from 0°C to 150°C. 
25 Compound (5a) can be obtained by reacting compound (4a) with compound (4a-2) in 

the presence of a copper catalyst and a base. In this case, it is preferable to use 0.1 to 2 
equivalents of a copper catalyst and 1 to 10 equivalents of a base. 

In this reaction, compound (4a-2) may be arylboronic acid, heteroarylboronic acid, or 
such, in which X is a C 6 -io aryl group which may have one or more substituents or a 5- to 
30 10-membered heteroaryl group which may have one or more substituents, and U 2 is -B(OH) 2 or 
such. One to three equivalents of compound (4a-2) are preferably used. 

In this case, reaction solvents include dichloromethane, chloroform, 1,4-dioxane, 
tetrahydrofuran, toluene, pyridine, N,N-dimethylformamide, and N-methylpyrrolidone. 

Bases include triethylamine, diisopropylethylamine, pyridine, and 
35 N,N-dimethylaminopyridine. Copper catalysts include copper (II) acetate, copper (II) 
trifluoroacetate, copper (II) chloride, and copper (II) iodide. The reaction can be conducted at a 
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temperature ranging from 0°C to 150°C. 
[StepA5] 

In this step, compound (5a) is reacted with a halogenating agent to give compound (6a). 
Specific examples of halogenating agents include, for example, N-chlorosuccinimide, 
5 N-bromosuccinimide, and N-iodosuccinimide. A halogenating agent is preferably used in an 
amount of 1 to 4 equivalents. 

Solvents for the reaction include acetonitrile, N,N-dimethylformamide, 
N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, and dimethoxyethane. The reaction can be 
conducted at a temperature ranging from 0°C to 150°C. 
10 [StepA6] 

In this step, compound (6a) is reacted with compound (7a) to give compound (8a). In 
this case, 1 to 4 equivalents of compound (7a) are preferably used. 

The reaction can be carried out, for example, in a solvent such as tetrahydrofuran, 
acetonitrile, N,N-dimethylformamide, N-methylpyrrolidone, methanol, ethanol, 1,4-dioxane, 
15 toluene, and xylene, or in the absence of a solvent. The reaction can be conducted at a 
temperature ranging from 0°C to 200°C in the presence or absence of a base. Examples of a 
base include triethylamine, potassium carbonate, and l,8-diazabicyclo[5,4,0]undecene. In this 
case, 1 to 4 equivalents of a base are preferably used. 
[StepA7] 

20 In this step, the -NH-protecting group at the 3-position of compound (8a) is removed to 

give compound (9a). The reaction conditions are selected depending on the type of 

-NH-protecting group to be removed. The deprotection reaction may be preformed under 

conditions that are generally used for the protecting group. 

For example, when R p2 is a pivalyloxymethyl group, the reaction can be carried out in 
25 methanol, or a mixed solution of methanol and tetrahydrofuran, using a base such as sodium 

methoxide, sodium hydride, or l,8-diazabicyclo[5,4,0]-7-undecene at a temperature of 0°C to 

150°C. In this case, 0.1 to 2 equivalents of a base are preferably used. 

Alternatively, when R p2 is a trimethylsilylethoxymethyl group, the reaction can be 

carried out in a solvent such as acetonitrile, N,N-dimethylformamide, N-methylpyrrolidone, 
30 1,4-dioxane, tetrahydrofuran, or dimethoxyethane, using a fluoride reagent such as tetrabutyl 

ammonium fluoride or cesium fluoride at a temperature of 0°C to 150°C. In this case, 1 to 5 

equivalents of a fluoride reagent are preferably used. 

[StepA8] 

In this step, compound (9a) is chlorinated to give compound (10a). 
35 There are no particular limitations on the reaction conditions, and the reaction can be 

conducted under standard conditions for chlorination. For example, the reaction can be carried 
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out at a temperature ranging from 0°C to 150°C in a solvent such as phosphorus oxychloride. 
In this case, it is preferable to use a 10 to 200 times amount of halogenating agent by weight. 

When R p3 is a f-butoxycarbonyl group or such, which is removed under the 
above-described conditions using phosphorus oxychloride or such, the protecting group should 
5 be reintroduced. 

There are no particular limitations on the reaction conditions for the protection. In the 
case of the f-butoxycarbonyl group, the reaction can be carried out using an -NH- protection 
reagent such as di-f-butyl dicarbonate, in a solvent such as acetonitrile, N,N-dimethylformamide, 
N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or dimethoxyethane in the presence of a 
10 base such as lithium hydroxide, sodium hydroxide, potassium hydroxide, lithium carbonate, 
sodium carbonate, potassium carbonate, cesium carbonate, potassium bicarbonate, sodium 
bicarbonate, or triethylamine at 0 to 150°C. 
[StepA9] 

In this step, compound (10a) is reacted with compound (lla-2) to give compound (11a). 

15 Compound (lla-2) includes alcohol compounds or phenol compounds represented by 

A 2 -OH, amine compounds represented by A 2 (R A )NH or such, and thiol compounds represented 
by A Z -SH. In this case, compound (lla-2) is preferably used in an amount of 1 to 10 
equivalents or 5 to 100 times by weight. 

Solvents for the reaction include acetonitrile, N,N-dimethylformamide, 

20 N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, dimethoxyethane, methanol, and ethanol. 

The reaction can be carried out in the presence or absence of a base. Bases to be used 
in the reaction include lithium hydroxide, sodium hydroxide, potassium hydroxide, lithium 
carbonate, sodium carbonate, potassium carbonate, cesium carbonate, lithium hydride, sodium 
hydride, potassium hydride, butyllithium, methyllithium, lithium bis(trimethylsilyl)amide, 

25 sodium bis(trimethylsilyl)amide, potassium bis(trimethylsilyl)amide, and triethylamine. In this 
case, 1 to 10 equivalents of a base is preferably used. The reaction can be conducted at a 
temperature ranging from 0°C to 150°C. 
[StepAlO] 

In this step, compound (10a) is reacted with compound (13a) in the presence of a metal 
30 catalyst to give compound (12a). In this case, 1 to 50 equivalents of compound (13a) are 
preferably used. 

Solvents for the reaction include acetonitrile, N,N-dimethylformamide, 
N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, dimethoxyethane, methanol, and ethanol. 

Metal catalysts include palladium catalyst and copper catalyst. Palladium catalysts 
35 include tetrakis triphenylphosphine palladium, palladium acetate, and dibenzylideneacetone 
palladium. Copper catalyst include copper iodide. It is preferable to use 0.01 to 2 equivalents 
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of a metal catalyst. 

The reaction can be conducted in the presence of an organophosphorous ligand. When 
the reaction is carried out in the presence of an organophosphorous ligand, examples of the 
ligands include o-tolyl phosphine and diphenylphosphinoferrocene. In this case, it is preferable 
5 to use 1 to 5 equivalents of an organophosphorous ligand to the metal catalyst. 

The reaction can be carried out in the presence or absence of a base. Bases to be used 
in the reaction include lithium hydroxide, sodium hydroxide, potassium hydroxide, lithium 
carbonate, sodium carbonate, potassium carbonate, cesium carbonate, lithium hydride, sodium 
hydride, potassium hydride, potassium phosphate, lithium bis trimethylsilyl amide, sodium bis 
10 trimethylsilyl amide, potassium bis trimethylsilyl amide, and triethylamine. The reaction can 
be conducted at a temperature ranging from 0°C to 150°C. 
[Step All] 

In this step, compound (10a) is reacted with a cyanidation reagent to give compound 

(14a). 

15 Specifically, cyanidation reagents include, for example, sodium cyanide and potassium 

cyanide. It is preferably used in an amount of 1 to 20 equivalents. 

Solvents for the reaction include, for example, acetonitrile, N,N-dimethylformamide, 

N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, dimethoxyethane, methanol, and ethanol. 

The reaction can be conducted at a temperature ranging from 0°C to 150°C. 
20 [StepA12] 

In this step, the cyano group of compound (14a) is hydrolyzed to give compound (15a). 
There are no particular limitations on the reaction conditions, and the reaction can be carried out 
under conditions generally used for the conversion of a cyano group to a carbamoyl group by 
hydrolysis. 

25 Solvents for the reaction include N,N-dimethylformamide, N-methylpyrrolidone, 

1,4-dioxane, tetrahydrofuran, dimethoxyethane, methanol, ethanol, and a mixed solvent of 

tetrahydrofuran and methanol. 

The reaction can be carried out in the presence or absence of a base. When a base is 

used, the reaction can be carried out using an aqueous solution of a base such as potassium 
30 hydroxide, sodium hydroxide, lithium hydroxide, or ammonia. The reaction can be achieved 

after adding an aqueous solution of hydrogen peroxide (preferably an aqueous solution of 30% 

hydrogen peroxide). 

The reaction can be conducted at a temperature ranging from 0°C to 150°C. 

[StepA13] 

35 In this step, R p3 of compound (16a) is removed to give compound (17a). Compounds 

(11a), (12a), (14a), (15a), and others can be used as compound (16a). 
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The deprotection reaction for R p3 can be carried out under standard reaction conditions 
for removing an -NH-protecting group. 

For example, when R p3 is a /-butoxycarbonyl group, the reaction can be carried out in 
the presence of an acid such as an anhydrous methanol solution of hydrogen chloride, an 
5 anhydrous ethanol solution of hydrogen chloride, an anhydrous dioxane solution of hydrogen 
chloride, trifluoroacetic acid, or formic acid. 

An alternative method for producing compound (10a) is described below. 





[StepA14] 

10 In this step, compound (18a) is chlorinated to give compound (19a). There are no 

particular limitations on the reaction conditions, and the reaction can be conducted under 
standard conditions for chlorination. For example, the reaction can be carried out in a solvent 
such as phosphorus oxychloride at a temperature ranging from 0°C to 150°C. Preferably 10 to 
200 times by weight of chlorination reagent is used. 

15 When R p3 is a /-butoxycarbonyl group or such, which is removed under the 

above-described condition using phosphorus oxychloride or such, the protecting group should be 
reintroduced. 

There are no particular limitations on the reaction conditions for the protection, and 
when R p3 is a f-butoxycarbonyl group, the reaction can be carried out using an -NH- protection 

20 reagent such as dW-butyl dicarbonate, in a solvent such as acetonitrile, N,N-dimethylformamide, 
N-methylpyrrolidone, 1 ,4-dioxane, tetrahydrofuran, and dimethoxyethane, in the presence of a 
base such as lithium hydroxide, sodium hydroxide, potassium hydroxide, lithium carbonate, 
sodium carbonate, potassium carbonate, cesium carbonate, potassium bicarbonate, sodium 
bicarbonate, or triethylamine at a temperature ranging from 0°C to 150°C. 

25 [StepAlS] 

In this step, compound (19a) is partially hydrolyzed to give compound (20a). The 
reaction is carried out in the presence of a base such as sodium acetate, potassium carbonate, or 
sodium hydroxide. One to ten equivalents of a base are preferably used. Solvents for the 
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reaction include dimethyl sulfoxide, N-methylpyrrolidone, tetrahydrofuran, water, and mixtures 
thereof. The reaction can be conducted at a temperature ranging from 0°C to 1 00°C. 
[Step A 16] 

In this step, compound (20a) is reacted with compound (21a) to give compound (22a). 
5 The reaction can be conducted under the same conditions as used in [Step A2] of production 
method A. 

An alternative method for producing compound (19a) is described below. 




[Step A 17] 

10 In this step, a substitution reaction is carried out using compound (23 a) [CAS No. 

1076-22-8] and compound (4a-2) to give compound (24a). 

The reaction can be conducted under the same conditions as used in [Step A4] of 
production method A. 
[StepA18] 

15 In this step, compound (24a) is reacted with a halogenating agent to give compound 

(25a). 

The reaction can be conducted under the same conditions as used in [Step A5] of 
production method A. 
[StepA19] 

20 In this step, compound (25a) is chlorinated to give compound (26a). 

There are no particular limitations on the reaction conditions, and compound (25a) can 
be reacted with phosphorus oxychloride, phosphorus pentachloride, or a mixture thereof in a 
solvent or in the absence of a solvent at a temperature of 0°C to 150°C. Solvents include, for 
example, toluene, acetonitrile, and dichloroethane. 

25 [StepA20] 

In this step, compound (26a) is reacted with compound (7a) to give compound (19a). 
The reaction can be conducted under the same conditions as used in [Step A6] of 
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production method A. 
Production method B 




7b 



[StepBl] 

5 In this step, compound (lb) is benzyl ated and the sugar chain is cleaved to give 

compound (2b). 

There are no particular limitations on the reaction conditions. Compound (2b) can be 
obtained by reacting compound (lb) with benzyl bromide in a solvent such as acetonitrile, 
N,N-dimethylformamide, N-methylpyrrolidone, dimethyl sulfoxide, 1 ,4-dioxane, tetrahydrofuran, 
10 dimethoxyethane, methanol, or ethanol, at a temperature of 0°C to 150°C, adding 3 to 10 
equivalents of hydrochloric acid, and incubating the mixture at a temperature of 0°C to 150°C to 
cleave the sugar moiety. It is preferable to use 1 to 3 equivalents of benzyl bromide. 
[Step B2] 

In this step, compound (2b) is reacted with a halogenating agent to give compound (3b). 
15 The halogenation reaction can be conducted under the same conditions as used in [Step A5] of 
production method A. 
[Step B3] 

In this step, compound (3b) is reacted with compound (4b) to give compound (5b). 
The reaction can be conducted under the same conditions as used in [Step A6] of production 
20 method A. 
[Step B4] 

In this step, compound (5b) is reacted with compound (5b-2) to give compound (6b). 
The reaction can be conducted under the same condition as used in [Step A2] of production 
method A. 
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[Step B5] 

In this step, R p3 of compound (6b) is removed to give compound (7b). The reaction 
can be conducted under the same conditions as used in [Step A13] of production method A. 
Production method B-2 

Compound (9b) represented by the formula: 




9b 

can be obtained by using compound (8b) represented by H-T la , instead of compound (7a) in 
[Step A6] of production method A described above under the same reaction conditions as used in 
[Step A6], and then appropriately applying [Step A7] to [Step A13] described above. 
Compound (10b) represented by the formula: 




can be obtained by using compound (8b) represented by H-T la , instead of compound (3b) in 
[Step B3] of production method B described above under the same reaction conditions as used in 
[Step B3] and then appropriately applying [Step B4] to [Step B6] described above. Preferable 
examples of compound (8b) include piperidin-3-yl carbamic acid £-butyl ester. 
Production method C 
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[Step C 18] 




[Step CI] 

In this step, compound (lc) is reacted with compound (lc-2) to give compound (2c). 
The reaction can be conducted under the same conditions as used in [Step A4] of production 
method A. 
[Step C2] 

In this step, compound (lc) is reacted with ethanol to give compound (3c). 

Compound (3c) can be obtained, for example, by heating an ethanol solution of 
compound (2c) under reflux in the presence of an acid such as sulfuric acid or hydrochloric acid. 
However, the reaction conditions are not limited thereto. In this reaction, it is preferable to use 
one to two equivalents of an acid. 
[Step C3] 

In this step, compound (2c) is reacted with ethanol to give compounds (4c) and (5c). 
The reaction can be conducted under the same conditions as used in [Step C2] of production 
method C. 
[Step C4] 

In this step, compound (3c) is reacted with compound (3c-2) to give compounds (4c) 
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and (5c). The reaction can be conducted under the same conditions as used in [Step A4] of 
production method A. 
[Step C5] 

In this step, compound (4c) is reacted with compound (6c) to give compound (7c). 
5 The reaction can be conducted under the same conditions as used in [Step A6] of production 
method A. 
[Step C6] 

In this step, compound (7c) is thioamidated to give compound (8c). Solvents for the 
reaction include methanol, ethanol, N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, 

10 tetrahydrofuran, and dimethoxyethane. Thioamidation reagents include ammonium sulfide, 
sodium sulfide, and hydrogen sulfide. It is preferable to use 2 to 10 equivalents of a 
thioamidation reagent. When hydrogen sulfide is used as the thioamidation reagent, the 
reaction is carried out in the presence of a base such as triethylamine or 
N,N-diisopropylethylamine. The reaction can be conducted at a temperature ranging from 0°C 

15 to 150°C. 
[Step C7] 

In this step, compound (8c) is reacted with a methylating reagent to give compound (9c). 
Methylating reagents include trimethyl oxonium tetrafluoroborate, methyl sulfate, methyl iodide, 
and trimethyl phosphite. It is preferable to use 1 .0 to 1 .5 equivalent of the methylating reagent. 

20 When trimethyl oxonium tetrafluoroborate is used as the methylating reagent, 

compound (9c) can be obtained by carrying out the reaction in a halogenated solvent such as 
dichloromethane at a temperature ranging from 0°C to 50°C. 

When methyl sulfate, methyl iodide, or trimethyl phosphite is used as the methylating 
reagent, compound (9c) can be obtained by carrying out the reaction in the presence of a base 

25 such as potassium carbonate, triethylamine, or N,N-diisopropylethylamine. In this case, it is 
preferable to use 1.0 to 1.5 equivalent of a base. Solvents for the reaction include acetone, 
N,N-dimethylformamide, N-methylpyrrolidone, 1 ,4-dioxane, tetrahydrofuran, and 
dimethoxyethane. The reaction can be performed at a temperature ranging from 0°C to 100°C. 
[Step C8] 

30 In this step, compound (9c) is hydrolyzed to give compound (10c). 

There are no particular limitations on the reaction conditions for the hydrolysis. The 
reaction can be carried out in a mixed solvent of ethanol and water in the presence of an acid 
such as sulfuric acid, hydrochloric acid, or p-toluenesulfonic acid, at a temperature ranging from 
0°C to 80°C. In this case, it is preferable to use 5 to 50 equivalents of the acid. 

35 When R p3 is a group, such as a /-butoxycarbonyl group, which is removed under the 

above-described condition, the protecting group should be reintroduced. There are no 
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particular limitations on the reaction conditions for the introduction of this protecting group. 
When R p3 is a r-butoxycarbonyl group, the reaction can be carried out using a reagent such as 
/-butyl dicarbonate in a solvent such as dichloromethane, chloroform, N,N-dimethylformamide, 
or tetrahydrofuran, in the presence of a base such as pyridine, 4-aminopyridine, triethylamine, 
5 and N,N-diisopropylethylamine, at a temperature ranging from 0°C to 80°C. In this case, it is 
preferable to use 2 to 3 equivalents of a base. 
[Step C9] 

In this step, compound (10c) is reacted with a reducing agent to give compound (11c). 
There are no particular limitations on the reaction conditions for the reduction. The 

10 reaction can be achieved by reacting compound (10c) with hydrogen in the presence of Raney 
nickel in a solvent such as benzene, ethanol, 2-propanol, or acetone, at a temperature ranging 
from 0°C to 50°C, or alternatively reacting compound (10c) with a reducing agent such as 
sodium borohydride, in a solvent such as methanol, ethanol, or 2-methyl-2-propanol, or in a 
mixed solvent of water and tetrahydrofuran at a temperature ranging from 0°C to 50°C, or 

15 alternatively reacting compound (10c) with a reducing agent such as sodium borohydride, in the 
presence of 1 to 5 equivalents of a mercury salt such as mercuric acetate in a solvent such as 
methanol, ethanol, or 2-methyl-2-propanol at a temperature ranging from 0°C to 50°C. It is 
preferable to use two to three equivalents of a reducing agent. 
[Step C10] 

20 In this step, compound (11c) is subjected to an oxidation reaction to give compound 

(12c). 

When an oxidant such as manganese dioxide, pyridinium chlorochromate, or pyridinium 
dichromate is used in the oxidation reaction, compound (12c) can be obtained by carrying out the 
reaction in a solvent such as dichloromethane or chloroform, at a temperature ranging from 20°C 
25 to 80°C. Alternatively, compound (12c) can also be obtained by carrying out the reaction under 
standard conditions for the oxidation of a primary alcohol to aldehyde, such as Swern oxidation. 
It is preferable to use 5 to 20 equivalents of an oxidant. 
[Step CI 1] 

In this step, compound (12c) is reacted with compound (13c) to give compound (17c). 
30 In this case, it is preferable to use 2 to 10 equivalents of compound (13c). 

Compound (17c) can be obtained, for example, by combining compounds (12c) and 
(13c) in a solvent such as methanol, ethanol, 1 -methyl-2-pyrrolidone, 1,4-dioxane, 
tetrahydrofuran, or dimethoxyethane, or in the absence of solvent, and reacting the mixture at a 
temperature of 20°C to 150°C. However, the reaction conditions are not limited thereto. 
35 [StepC12] 

In this step, compound (12c) is reacted with hydrazine to give compound (15c). The 
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reaction can be conducted under the same conditions as used in [Step Cll] of production method 
C. It is preferable to use 2 to 10 equivalents of hydrazine. 
[Step CI 3] 

In this step, a substitution reaction is carried out using compound (15c) and compound 
5 (16c) to give compound (17c). The reaction can be conducted under the same conditions as 
used in [Step A2] of production method A. It is preferable to use 1 to 3 equivalents of 
compound (16c). 
[Step CI 4] 

In this step, R p3 of compound (17c) is removed to give compound (14c). The reaction 
10 can be conducted under the same conditions as used in [Step A13] of production method A. 
[Step CI 5] 

In this step, compound (5c) is reacted with compound (6c) to give compound (18c). 
The reaction can be conducted under the same conditions as used in [Step A6] of production 
method A. 
15 [Step CI 6] 

In this step, compound (18c) is hydrolyzed to give compound (19c). 

There are no particular limitations on the reaction conditions for the hydrolysis. For 
example, compound (19c) can be obtained by incubating compound (18c) in the presence of a 
base at a temperature ranging from 0°C to 100°C. 
20 Solvents for the reaction include methanol, ethanol, tetrahydrofuran, water, or mixtures 

thereof. Bases include lithium hydroxide, sodium hydroxide, and potassium hydroxide. It is 
preferable to use 1 to 2 equivalents of a base. 
[Step CI 7] 

In this step, compound (19c) is reacted with a reducing agent to give compound (20c). 
25 The reduction can be achieved under a standard condition for the reduction of carboxylic acid to 
methyl alcohol. 

Reducing agents include borane derivatives such as borane-tetrahydrofuran complex 

and borane-methyl sulfide complex, and sodium borohydride. It is preferable to use 5 to 30 

equivalents of a reducing agent. 
30 When a borane derivative is used as a reducing agent, compound (20c) can be obtained 

by carrying out the reaction using a solvent such as 1,4-dioxane, tetrahydrofuran, or 

dimethoxyethane at a temperature ranging from -78°C to 35°C. 

Alternatively, when sodium borohydride is used as a reducing agent, first, compound 

(19c) is reacted with an activator such as isobutyl chloroformate, at a temperature ranging from 
35 -78°C to 20°C, then reacted with a reducing agent such as sodium borohydride at a temperature 

ranging from -78°C to 35°C, to obtain compound (20c). Solvents for the reaction include 
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1,4-dioxane, tetrahydrofuran, and dimethoxyethane. 
[Step CI 8] 

In this step, compound (20c) is thioamidated to give compound (21c). The reaction 
can be conducted under the same conditions as used in [Step C6] of production method C. 
5 [Step CI 9] 

In this step, compound (21c) is reacted with a silylating agent in the presence of a base 
to give compound (22c). 

Solvents for the reaction include dichloromethane, N,N-dimethylformamide, 
1,4-dioxane, tetrahydrofuran, and dimethoxyethane. Bases include imidazole, pyridine, 
10 4-dimethylaminopyridine, triethylamine, and N,N-diisopropylethylamine. Silylating agents 
include /-butyldimethylchlorosilane, and r-butylchlorodiphenylsilane. It is preferable to use 1 .0 
to 1.5 equivalent of a base and 1.0 to 1.5 equivalent of a silylating agent. The reaction can be 
conducted at a temperature ranging from 0°C to 80°C. 
[Step C20] 

15 In this step, compound (22c) is methylated to give compound (23c). 

The reaction can be conducted under the same condition as used in [Step C7] of 
production method C. 
[StepC21] 

In this step, compound (23c) is hydrolyzed to give compound (24c). 

20 There are no particular limitations on the reaction conditions for the hydrolysis. 

Compound (24c) can be obtained by carrying out the reaction in a mixed solvent of ethanol and 
water in the presence of an acid such as sulfuric acid, hydrochloric acid, or p-toluenesulfonic 
acid, at a temperature ranging from 50°C to 100°C. 

When such a reaction results in removal of -R p3 , -NH- is re-protected through a 

25 protection reaction. Specifically, for example, when R p3 is a J-butoxycarbonyl group, the 
reaction can be carried out using a reagent such as f-butyl dicarbonate, in a solvent such as 
dichloromethane, chloroform, N,N-dimethylformamide, or tetrahydrofuran, in the presence of a 
base such as pyridine, 4-aminopyridine, triethylamine, or N,N-diisopropyl ethylamine, at a 
temperature ranging from 0°C to 80°C. However, the reaction is not limited thereto. 

30 Production method D 
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[StepDl] 

In this step, compound (Id) is reacted with compound (ld-2) to give compound (2d). 

Specifically, compound (ld-2) includes, for example, alkyl halides such as iodomethane, 
iodoethane, iodopropane, benzyl bromide, 2-bromoacetophenone, chloromethyl benzyl ether, and 
bromoacetonitrile; alkenyl halides such as allyl bromide and l-bromo-3-methyl-2-butene; and 
alkynyl halides such as propargyl bromide and 1 -bromo-2-butyne. It is preferable to use 1 to 
1.5 equivalent of compound (ld-2). 

Solvents for the reaction include N,N-dimethylformamide, N-methylpyrrolidone, 
tetrahydrofuran, 1 ,2-dimethoxyethane, 1,4-dioxane, and dichloromethane. The reaction can be 
carried out in the presence or absence of a base. Bases to be used in the reaction include 
l,8-diazabicyclo[5,4,0]undecene, triethylamine, N,N-diisopropylethylamine, and sodium hydride. 
In this case, it is preferable to use 1 to 1 .5 equivalent of the base. The reaction can be 
conducted at a temperature ranging from 0°C to 150°C. 
[Step D2] 

In this step, compound (2d) is reacted with a nitrite salt to give compound (3d). 
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Solvents for the reaction include a mixed solvent of water and a solvent from 
N,N-dimethylformamide, N-methylpyrrolidone, tetrahydrofiiran, 1 ,2-dimethoxyethane, and 
1,4-dioxane. Nitrite salts include sodium nitrite and potassium nitrite. It is preferable to use 3 
to 5 equivalents of a nitrite. The reaction can be conducted at a temperature ranging from 20°C 
5 to 120°C. 
[Step D3] 

In this step, compound (3d) is reacted with ammonia to give compound (4d). It is 
preferable to use 10 to 20 equivalents of ammonia. 

The reaction can be carried out in a solvent such as methanol, ethanol, or 1 ,4-dioxane at 
1 0 a temperature ranging from 20°C to 200°C. 
[Step D4] 

In this step, compound (4d) is subjected to catalytic reduction under hydrogen 
atmosphere or in the presence of 2 to 3 equivalents of hydrazine using a metal catalyst to give 
compound (5d). 

15 Solvents for the reaction include methanol, ethanol, N,N-dimethylformamide, 

tetrahydrofiiran, 1 ,2-dimethoxyethane, 1,4-dioxane, water, or a mixed solvent thereof. Metal 
catalysts include palladium carbon, platinum oxide, and Raney nickel. It is preferable to use a 
metal catalyst in the amount of 0.5 to 10% by weight. The reaction can be conducted at a 
temperature ranging from 0°C to 150°C. 

20 [Step D5] 

In this step, compound (5d) is reacted with an orthoformate ester to give compound 

(6d). 

The reaction is carried out in the presence of a carboxylic anhydride such as acetic 
anhydride. Orthoformate esters include methyl orthoformate, and ethyl orthoformate. It is 
25 preferable to use 1 to 20 times as much orthoformate ester by weight and 3 to 10 equivalents of 
carboxylic anhydride. The reaction can be conducted at a temperature ranging from 20°C to 
200°C. 
[Step D6] 

In this step, the NH group at the 1 -position of compound (6d) is protected to give 
30 compound (7d). 

Protecting reagents include N,N-dimethylsulfamoyl chloride, trityl chloride, dw-butyl 
dicarbonate, and benzyl bromide. It is preferable to use 1 to 1.5 equivalent of a protecting 
reagent. Solvents for the reaction include dichloromethane, chloroform, carbon tetrachloride, 
toluene, N,N-dimethylformamide, and tetrahydrofiiran. Bases include pyridine, 
35 4-dimethylaminopyridine, 1 ,8-diazabicyclo[5,4,0]undecene, triethylamine, and 

N,N-diisopropylethylamine. In typical cases, it is preferable to use 1 .2 equivalents of a base. 
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However, when the protecting reagent is dw-butyl dicarbonate, 0.005 to 0.1 equivalent of 
4-dimethylaminopyridine is used preferably. The reaction can be conducted at a temperature 
ranging from 20°C to 200°C. 
[Step D7] 

5 In this step, compound (7d) is chlorinated to give compound (8d). 

There are no particular limitations on the reaction conditions. For example, the 
reaction is carried out as follows. Compound (7d) is reacted with a base at a temperature 
ranging from -100°C to 20°C, and then a chlorinating reagent is reacted thereto. This reaction 
produces compound (8d). Compound (8d) can also be obtained by reacting compound (7d) 

10 with a base in the presence of a chlorination reagent. Solvents for the reaction include, for 
example, diethyl ether, tetrahydrofuran, 1 ,2-dimethoxyethane, and 1,4-dioxane. Bases include 
n-butyllithium, /-butyllithium, lithium diisopropylamide, lithium bis(trimethylsilyl)amide, and 
magnesium diisopropylamide. It is preferable to use 1 to 1.5 equivalent of a base. 
Chlorinating reagents include hexachloroethane, and N-chloro succinimide. It is preferable to 

1 5 use 1 to 3 equivalents of a chlorination reagent. 
[Step D8] 

In this step, compound (8d) is reacted with compound (9d) to give compound (lOd). 
The reaction can be conducted under the same conditions as used in [Step A6] of production 
method A. 
20 [Step D9] 

In this step, a substitution reaction is carried out using compound (lOd) and compound 
(10d-2) to give compound (lid). The reaction can be conducted under the same conditions as 
used in [Step A4] of production method A. 
[Step D 10] 

25 In this step, R p3 of compound (lid) is removed to give compound (12d). The reaction 

can be conducted under the same condition as used in [Step A13] of production method A. 
[StepDll] 

In this step, the group at the 5-position of compound (1 Id) is obtained by dealkylation to 
give compound (13d). There are no particular limitations on the reaction conditions for the 
30 dealkylation. For example, such a reaction can be achieved as follows: 

When R 1 is a benzyloxymethyl group, compound (lid) is reacted with 3 to 10 
equivalents of boron tribromide, boron trichloride, or such in a solution such as dichloromethane 
at a temperature ranging from -100°C to 20°C. This reaction produces compound (13d). 

When such a reaction results in removal of R p3 , -NH- is re-protected through a 
35 protection reaction. Specifically, for example, when R p3 is a /-butoxycarbonyl group, the 
reaction can be carried out using a reagent such as di-/-butyl dicarbonate, in a solvent such as 
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dichloromethane, chloroform, N,N-dimethylformamide, or tetrahydrofuran, in the presence of a 
base such as pyridine, 4-aminopyridine, triethylamine, or N,N-diisopropylethylamine, at a 
temperature ranging from 0°C to 80°C. However, the reaction is not limited thereto. 
[Step D 12] 

5 In this step, compound (13d) is reacted with compound (13d-2) to give compound (14d). 

The reaction can be conducted under the same conditions as used in [Step Dl] of production 
method D. 
[StepD13] 

In this step, R p3 of compound (14d) is removed to give compound (12d). The reaction 
10 can be conducted under the same conditions as used in [Step A13] of production method A. 
An alternative method for producing compound (1 Id) is described below. 




11d 



[Step D 14] 

In this step, compound (8d) is deprotected to give compound (15d). 

1 5 The deprotection can be achieved under standard reaction conditions depending on the 

type of protecting group. For example, in the case of a /-butoxycarbonyl group, the 
deprotection can be achieved by carrying out the reaction using a base such as sodium hydroxide, 
potassium carbonate, and ammonia, in tetrahydrofuran, N,N-dimethylformamide, methanol, 
ethanol, water, or a mixed solvent thereof at a temperature ranging from 0°C to 100°C. When a 

20 solvent and a base are added after chlorination in the previous step, the deprotection can be 
achieved without isolating compound (8d). 
[Step D 15] 

In this step, X is introduced into compound (15d) to give compound (16d). The 
reaction can be conducted using X-U 2 under the same conditions as used in [Step A4] of 
25 production method A. 

An alcohol (X-OH) can be introduced using Mitsunobu's reaction. Specifically, 
compound (16d) can be obtained by reacting an alcohol (X-OH) with an azodicarboxylic acid 
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dialkyl ester and triphenylphosphine in a solvent such as tetrahydrofuran, at a temperature 
ranging from -70°C to 50°C. 
[Step D 16] 

In this step, compound (16d) is reacted with compound (9d) to give compound (lid). 

The reaction can be conducted under the same conditions as used in [Step A6] of 
production method A. 
Production method E 

Compound (le) represented by the formula: 




le 

can be obtained by using compound (8b) represented by H-T la , instead of compound (6c), in 
[Step C5] or [Step CI 5] of production method C described above under the same reaction 
conditions as used in [Step C5], and then appropriately applying [Step C6] to [Step C21] 
described above. 

Compound (le) represented by the formula: 




le 

can be obtained by using compound (8b) represented by H-T la , instead of compound (9d) in 
[Step D8] of production method D described above under the same reaction conditions as used in 
[Step D8], and then appropriately applying [Step D9] to [Step D13] described above. 
Production method F 
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[StepFl] 

In this step, the ester group of compound (If) is hydrolyzed to give compound (2f). 
The reaction can be conducted under the same conditions as used in [Step CI 6] of production 
5 method C. 
[Step F2] 

In this step, R p3 of compound (2f) is removed to give compound (3f). The reaction can 
be conducted under the same conditions as used in [Step A 13] of production method A. 
Production method G 




10 
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[StepGl] 

In this step, the nitro group of compound (lg) is reduced to give compound (2g). 

Solvents for the reaction include methanol, ethanol, tetrahydrofuran, water, or mixtures 
thereof. Reducing agents includes, iron, tin, and zinc. Catalysts include hydrochloric acid and 
5 ammonium salts such as ammonium chloride. The reaction can be conducted at a temperature 
ranging from 20°C to 120°C. 
[Step G2] 

In this step, R p3 of compound (2g) is removed to give compound (3g). The reaction 
can be conducted under the same conditions as used in [Step A13] of production method A. 
1 0 Production method H 




[Step H2] 




[Step HI] 

In this step, the nitrile group of compound (lh) is hydrolyzed to give compound (2h). 

There are no particular limitations on the reaction conditions. For example, the 
15 reaction is carried out as follows. Compound (2h) can be obtained by reacting compound (lh) 
with hydrogen peroxide in the presence of a base at a temperature ranging from -20°C to 50°C. 
Solvents include methanol, ethanol, tetrahydrofuran, water, or a solvent mixture thereof. Bases 
include ammonia and alkyl amines such as triethylamine. 
[Step H2] 

20 In this step, R p3 of compound (2h) is removed to give compound (3h). The reaction 

can be conducted under the same conditions as used in [Step A13] of production method A. 
Production method I 
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[Step II] 

In this step, compound (li) is reacted with an alkyl metal agent or an aryl metal agent to 
give compound (2i). 

5 There are no particular limitations on the reaction conditions. For example, the 

reaction is carried out as follows. Compound (li) may be reacted with an agent such as 
alkyllithium, aryllithium, alkyl Grignard reagent, or aryl Grignard reagent, in a solvent such as 
diethyl ether or tetrahydrofuran, at a temperature ranging from -100°C to 100°C. Alternatively, 
the compound may be reacted with alkylzinc or arylzinc in a solvent such as 
10 N,N-dimethylformamide or 1 -methyl-2-pyrrolidone, at a temperature ranging from 0°C to 50°C. 
[Step 12] 

In this step, compound (2i) is oxidized to give compound (3i). A typical reagent that is 
generally used in the oxidation of an alcohol can be used as the oxidant. Specifically, for 
example, manganese dioxide can be used as the oxidant in a solvent such as dichloromethane or 
15 chloroform, at a temperature within the range of 20°C to 100°C. Alternatively, sulfur trioxide 
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pyridine can be used as the oxidant in a solvent such as dimethyl sulfoxide, at a temperature 
within the range of 20°C to 100°C. Alternatively, Dess-Martin periodinane may be used in a 
solvent such as dichloromethane or chloroform, at a temperature within the range of -50 to 50°C. 
[Step 13] 

5 In this step, compound (3i) is reacted with hydrazine to give compound (4i). The 

reaction can be conducted under the same conditions as used in [Step CI 2] of production method 
C. 

[Step 14] 

In this step, a substitution reaction is carried out using compound (4i) and compound 
10 (5i) to give compound (6i). The reaction can be conducted under the same conditions as used 
in [Step A2] of production method A. 
[Step 15] 

In this step, R p3 of compound (6i) is removed to give compound (7i). The reaction can 
be conducted under the same conditions as used in [Step A 13] of production method A. 
15 [Step 16] 

In this step, R p3 of compound (4i) is removed to give compound (7i) when R 1 of 
compound (7i) is H. The reaction can be conducted under the same conditions as used in [Step 
A 13] of production method A. 
Production method J 
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[Step Jl] 

In this step, compound (lj) is reacted with a cyanidation agent in the presence of a 
catalyst to give compound (2j). 
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Cyanidation agents include sodium cyanide, and potassium cyanide. Catalysts include 
acetic acid. Solvents include, for example, acetonitrile. The reaction can be conducted at a 
temperature ranging from 0°C to 100°C. 
[Step J2] 

In this step, the nitrile group of compound (2j) is hydrolyzed to give compound (3j). 
The reaction can be conducted under the same conditions as used in [Step HI] of production 
method H. 
[Step J3] 

In this step, the hydroxyl group of compound (3j) is oxidized to give compound (4j). 
The reaction can be conducted under the same conditions as used in [Step 12] of production 
method I. 
[Step J4] 

In this step, compound (4j) is reacted with compound (5j) to give compound (6j). The 
reaction can be conducted under the same conditions as used in [Step Cll] of production method 
C. 

[Step J5] 

In this step, R p3 of compound (6j) is removed to give compound (7j). The reaction can 
be conducted under the same conditions as used in [Step A 13] of production method A. 
[Step J6] 

In this step, the carbamoyl group of compound (6j) is dehydrated in the presence of a 
base to give compound (8j). 

Dehydrating agents include, for example, phosphorus oxychloride. Bases include alkyl 
amines such as triethylamine. Solvents include dichloromethane, and chloroform. 
Alternatively, the reaction can be carried out in the absence of solvent. The reaction can be 
conducted at a temperature ranging from 0°C to 100°C. 
[Step J7] 

In this step, R p3 of compound (8j) is removed to give compound (9j). The reaction can 
be conducted under the same conditions as used in [Step A13] of production method A. 
Production method K 
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[Step Kl] 

In this step, a substitution reaction using compound (lk) and compound (2k) is carried 
out to give compound (3k). The reaction can be conducted under the same conditions as used 
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in [Step A2] of production method A. 
[Step K2] 

In this step, a substitution reaction using compound (3k) and compound (4k) is carried 
out to give compound (5k). 
5 Compound (5k) can be obtained, for example, by reacting a mixture of compounds (3k) 

and (4k) in a solvent such as methanol, ethanol, l-methyl-2-pyrrolidone, 1,4-dioxane, 
tetrahydrofuran, or dimethoxyethane, or in the absence of solvent at a temperature ranging from 
20°C to 200°C. However, the reaction conditions are not limited thereto. 
[Step K3] 

10 In this step, compound (5k) is chlorinated to give compound (6k). The reaction can be 

conducted under the same conditions as used in [Step D7] of production method D. 
[Step K4] 

In this step, compound (6k) is reacted with compound (7k) to give compound (8k). 
The reaction can be conducted under the same conditions as used in [Step A6] of production 
1 5 method A. 
[Step K5] 

In this step, R p5 of compound (8k) is removed to give compound (9k). 

The deprotection reaction for R p5 can be carried out under standard reaction conditions 
for removing an -NH-protecting group. 
20 For example, when R p5 is a benzyl group, the reaction can be achieved using a metal 

such as lithium or sodium in liquid ammonia at a temperature within the range of -78°C to 
-30°C. 
[Step K6] 

In this step, a substitution reaction using compound (9k) and compound (10k) is carried 
25 out to give compound (Ilk). The reaction can be conducted under the same conditions as used 
in [Step A4] of production method A. 
[Step K7] 

In this step, R p3 of compound (1 lk) is removed to give compound (12k). The reaction 
can be conducted under the same conditions as used in [Step A13] of production method A. 
30 Production method L 
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[Step LI] 

In this step, compound (11) is reacted with compound (21) in the presence of an oxidant 
to give compound (31). 

5 Oxidants include salts such as iron (III) chloride. Solvents include methanol, ethanol, 

and water. The reaction can be conducted at a temperature ranging from 20°C to 100°C. 

When such a reaction results in removal of -R p3 , -NH- is re-protected through a 
protection reaction. Specifically, for example, when R p3 is a f-butoxycarbonyl group, the 
reaction can be carried out using a reagent such as di-f-butyl dicarbonate, in a solvent such as 
10 dichloromethane, chloroform, N,N-dimethylformamide, or tetrahydrofuran, in the presence of a 
base such as pyridine, 4-aminopyridine, triethylamine, or N,N-diisopropylethylamine, at a 
temperature ranging from 0°C to 80°C. However, the reaction is not limited thereto. 
[Step L2] 

In this step, compound (31) is reacted with compound (41) to give compound (51). The 
15 reaction can be conducted under the same conditions as used in [Step A4] of production method 
A. 

[Step L3] 

In this step, R p3 of compound (51) is removed to give compound (61). The reaction can 
be conducted under the same conditions as used in [Step A13] of production method A. 
20 Production method M 
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[Step Ml] 

In this step, compound (1m) is reacted with compound (2m) to give compound (3m). 
The reaction can be conducted under the same conditions as used in [Step A6] of production 
5 method A. 
[Step M2] 

In this step, compound (3m) is reacted with compound (4m) to give compound (5m). 
The reaction can be conducted under the same conditions as used in [Step A4] of production 
method A. 
10 [StepM3] 

In this step, R p3 of compound (5m) is removed to give compound (6m). The reaction 
can be conducted under the same conditions as used in [Step A 13] of production method A. 
Production method N 
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[StepNl] 

In this step, compound (In) is reacted with allylamine to give compound (2n). 
The reaction can be conducted at a temperature ranging from 20°C to 150°C. 



Solvents 
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for the reaction include methanol, ethanol, water, and a mixed solvent thereof. 
[Step N2] 

In this step, compound (2n) is reduced while being chlorinated to give compound (3n). 
Reducing agents include tin salts such as tin chloride. Solvents include concentrated 
5 hydrochloric acid. The reaction can be conducted at a temperature ranging from 20°C to 
150°C. 
[Step N3] 

In this step, compound (3n) is reacted with N,N'-disuccinimidyl carbonate to give 
compound (4n). 

10 The reaction can be achieved using a solvent such as acetonitrile or tetrahydrofiiran. 

The reaction can be conducted at a temperature ranging from 20°C to 100°C. 
[Step N4] 

In this step, compound (4n) is reacted with compound (5n) to give compound (6n). 
The reaction can be conducted under the same conditions as used in [Step A4] of production 
15 method A. 
[Step N5] 

In this step, the allyl group is removed from compound (6n) to give compound (7n). 

Compound (7n) can be obtained, for example, by reacting compound (6n) with osmic 
acid and sodium periodate in a solvent such as tetrahydrofuran, 1,4-dioxane, 
20 1,2-dimethoxyethane, or water at a temperature ranging from 20°C to 100°C. However, the 
reaction conditions are not limited to this example. 
[Step N6] 

In this step, compound (7n) is chlorinated to give compound (8n). 

There are no particular limitations on the reaction conditions. The reaction can be 
25 conducted under standard reaction conditions to be used for chlorination. Compound (8n) can 
be obtained, for example, by using a reagent such as phosphorus pentachloride in a solvent such 
as phosphorus oxychloride, at a temperature of 0°C to 150°C. 
[Step N7] 

In this step, compound (8n) is reacted with compound (9n) to give compound (lOn). 
30 The reaction can be conducted under the same conditions as used in [Step A6] of production 
method A. 
[Step N8] 

In this step, R p3 of compound (lOn) is removed to give compound (lln). The reaction 
can be conducted under the same conditions as used in [Step A13] of production method A. 
35 Production method O 
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Step 06 



I / step07 I f 

Bo H 7o 

[StepOl] 

In this step, the hydroxyl group of compound (lo) is oxidized to give compound (2o). 
The reaction can be conducted under the same conditions as used in [Step 12] of production 
method I. 
[Step 02] 

In this step, compound (2o) is reacted with ethyl diethylphosphonoacetate in the 
presence of a base to give compound (3o). 

Bases include sodium hydride and lithium diisopropylamide. Solvents include, for 
example, tetrahydrofuran and N,N-diformamide. The reaction can be conducted at a 
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temperature ranging from 0°C to 100°C. 
[Step 03] 

In this step, the ester of compound (3o) is hydrolyzed to give compound (4o). The 
reaction can be conducted under the same condition as used in [Step CI 6] of production method 
5 C 

[Step 04] 

In this step, compound (4o) is reacted with diphenylphosphoryl azide in the presence of 
a base to give compound (5o). 

Solvents for the reaction include toluene, f-butanol, tetrahydrofuran, and 
10 dichloromethane. Bases include tertiary amines such as triethylamine and 
diisopropylethylamine. The reaction can be conducted at a temperature ranging from -50°C to 
50°C. 
[Step OS] 

In this step, compound (5o) is rearranged to give compound (6o). 
15 The reaction can be achieved in /-butanol at a temperature ranging from 50°C to 100°C. 

[Step 06] 

In this step, the nitrile group of compound (6o) is hydrolyzed to give compound (7o). 
The reaction can be conducted under the same conditions as used in [Step HI] of production 
method H. 
20 [Step 07] 

In this step, compound (7o) is reacted with an acid to give compound (8o). 
Acids include hydrochloric acid, sulfuric acid, and trifluoroacetic acid. Solvents 
include methanol, ethanol, 1,4-dioxane, water, and mixtures thereof The reaction can be 
conducted at a temperature ranging from 0°C to 50°C. 
25 Production method P 
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Step P3 , f? X 



■'-6: 



5p 4p 

[Step PI] 

In this step, compound (lp) is protected to give compound (2p). 

A typical NH group-protecting reagent that is generally used in protecting NH groups 
5 can be used as an NH group-protecting reagent. For example, when R p3 is a /-butoxycarbonyl 
group, the reaction can be achieved at a temperature ranging from 0°C to 80°C using a reagent 
such as di-f-butyl dicarbonate, in a solvent such as dichloromethane, chloroform, 
N,N-dimethylformamide, and tetrahydrofuran, in the presence of a base such as pyridine, 
4-aminopyridine, triethylamine, and N,N-diisopropylethylamine. 
10 [StepP2] 

In this step, compound (2p) is reacted with compound (3p) to give compound (4p). 
The reaction can be conducted under the same conditions as used in [Step A2] of production 
method A. 
[Step P3] 

15 In this step, R p3 of compound (4p) is removed to give compound (5p). The reaction 

can be conducted under the same conditions as used in [Step A13] of production method A. 
Production method Q 
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[StepQl] 
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In this step, compound (lq) is hydrolyzed to give compound (2q). 

Reaction solvents include tetrahydrofuran, methanol, and ethanol. Acids include 
inorganic acids such as hydrochloric acid and sulfuric acid. The reaction can be conducted at a 
temperature ranging from 0°C to 100°C. 
5 [Step Q2] 

In this step, the hydroxyl group of compound (2q) is oxidized to give compound (3q). 
The reaction can be conducted under the same conditions as used in [Step 12] of production 
method I. 
[StepQ3] 

10 In this step, compound (3q) is reacted with methyl 

benzyloxycarbonylamino(dimethoxyphosphoryl)acetate in the presence of a base to give 
compound (4q). 

Bases include sodium hydride, potassium /-butoxide, and 
8-diazabicyclo[5.4.0]-7-undecene. Solvents include dichloromethane, tetrahydrofuran, and 
15 N,N-dimethylformamide. The reaction can be conducted at a temperature ranging from 0°C to 
100°C. 
[StepQ4] 

In this step, compound (4q) is reacted with sodium methoxide to give compound (5q). 
Methanol can be used as solvent. The reaction can be conducted at a temperature 
20 ranging from 0°C to 80°C. 
[StepQ5] 

In this step, compound (5q) is reacted with compound (6q) to give compound (7q). 
The reaction can be conducted under the same conditions as used in [Step A2] of production 
method A. 
25 [Step Q6] 

In this step, compound (7q) is reacted with an acid to give compound (8q). The 
reaction can be conducted under the same conditions as used in [Step 07] of production method 
O. 

[Step Q7] 

30 In this step, R p3 of compound (8q) is removed to give compound (9q). The reaction 

can be conducted under the same conditions as used in [Step Al 3] of production method A. 
[Step Q8] 

In this step, compound (7q) is reacted with ammonia to give compound (lOq). 
Reaction solvents include methanol, ethanol, and water. The reaction can be 
35 conducted at a temperature ranging from 20°C to 1 50°C. 
[StepQ9] 
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In this step, R p3 of compound (lOq) is removed to give compound (llq). The reaction 
can be conducted under the same conditions as used in [Step A13] of production method A. 
Production method R 




I 



R 2 4 r 

[StepRl] 

In this step, compound (lr) is reacted with compound (2r), to give compound (3r). 
The reaction is conducted under the same conditions as used in [Step A6] of production method 
A. 

[Step R2] 

In this step, a substituent is introduced into the amino group at the 7-position of 
compound (3r), through a substitution reaction between compound (3r) and compound (3r-2), 
and R p3 is then removed to give compound (4r). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 

The deprotection reaction for R p3 is carried out under the same conditions as used in 
[Step Al 3] of production method A. 
Production method S 
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[Step SI] 

In this step, a substituent is introduced into the amino group at the 7-position of 
compound (Is), through a substitution reaction between compound (Is) and compound (ls-2), to 
5 give compound (2s). 

The substitution reaction is conducted under the same conditions as used in [step A4] of 
production method A. 
[Step S2] 

In this step, compound (2s) is reacted with a halogenating agent, to give compound (3 s). 
10 The halogenation reaction is conducted under the same conditions as used in [Step A5] 

of production method A. 
[Step S3] 

In this step, compound (3 s) is reacted with compound (4s), and then R p3 is removed to 
give compound (5s). 

15 The coupling reaction is conducted under the same conditions as used in [Step A6] of 

production method A. 

The deprotection reaction for R p3 can be carried out under the same conditions as used 
in [Step A13] of production method A. 
Production method T 
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| [Step T4] 



[Step T3] 
Ri — U 1 4t-2 




[StepTl] 

In this step, a substituent is introduced into the amino group at the 7 -position of 
compound (It), through a substitution reaction between compound (It) and compound (lt-2), to 
give compound (2t). 

The substitution reaction is conducted under the same conditions as used in [step A4] of 
production method A. 
[Step T2] 

In this step, compound (2t) is reacted with compound (3t) to give compound (4t). 

The reaction is conducted under the same conditions as used in [Step A6] of production 
method A. 
[Step T3] 

In this step, compound (4t) is alkylated at the 1 -position, and then R p3 is removed to 
give compound (5t). 

The alkylation reaction is conducted under the same conditions as used in [Step A2] of 
production method A. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
[Step T4] 

In this step, R p3 is removed from compound (4t), to give compound (6t). 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step Al 3] of production method A. 
Production method U 
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[StepUl] 

In this step, a substituent is introduced into the amino group at the 7-position of 
compound (lu), through a substitution reaction between compound (lu) and compound (lu-2), 
5 to give compound (2u). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 
[Step U2] 

In this step, compound (2u) is reacted with a halogenating agent, to give compound 

10 (3u). 

The halogenation reaction is conducted under the same conditions as used in [Step A5] 
of production method A. 
[Step U3] 

In this step, compound (3u) is reacted with compound (4u), to give compound (5u). 
1 5 The reaction is conducted under the same conditions as used in [Step A6] of production 

method A. 
[Step U4] 

In this step, compound (5u) is alkylated at the 1 -position, and then R p3 is removed to 
give compound (6u). 

20 The alkylation reaction is conducted under the same conditions as used in [Step A2] of 

production method A. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
Production method V 
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(where each symbol is as defined above; and "Alkyl" represents a Ci_ 6 alkyl group.) 
[Step VI] 

In this step, compound (1 v) is alkylated at the 1 -position, and is then hydrolyzed to give 
5 compound (2v). 

There are no particular limitations on the reaction conditions for the alkylation. For 
example, the alkylated compound can be obtained by incubating a compound represented by 
formula (1 v-2), such as methyl bromoacetate or ethyl bromoacetate; in the presence of a base, 
such as lithium hydroxide, sodium hydroxide, potassium hydroxide, lithium carbonate, sodium 

1 0 carbonate, potassium carbonate, cesium carbonate, lithium hydride, sodium hydride, potassium 
hydride, butyl lithium, methyl lithium, lithium bis-trimethylsilylamide, sodium 
bis-trimethylsilylamide, or potassium bis-trimethylsilylamide; in a solvent, such as 
dimethylsulfoxide, N,N-dimethylformamide, N-methylpyrrolidone, dioxane, tetrahydrofuran, or 
toluene; at a temperature ranging from 0°C to 150°C 

1 5 There are no particular limitations on the reaction conditions for the hydrolysis. For 

example, the reaction can be carried out using an aqueous solution lithium hydroxide, sodium 
hydroxide, or potassium hydroxide; in a solvent, such as methanol, ethanol, propanol, 
dimethylsulfoxide, N,N-dimethylformamide, N-methylpyrrolidone, dioxane, or tetrahydrofuran; 
at a temperature ranging from 0°C to 150°C. 

20 [Step V2] 



i 
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In this step, R p3 is removed from compound (2v), to give compound (3v). 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
[Step V3] 

In this step, compound (2v) is amidated to give compound (4v). 

There are no particular limitations on the reaction conditions for the amidation. For 
example, the reaction can be carried out using an acylating agent such as ethyl chloroformate or 
isobutylchloroformate; in the presence of an organic base such as triethylamine or 
N,N-diisopropylethylamine; in a solvent such as acetonitrile, N,N-dimethylformamide, 
N-methylpyrrolidone, 1 ,4-dioxane, tetrahydrofuran, or dimethoxyethane; with a corresponding 
amine at a temperature ranging from 0°C to 150°C. 
[Step V4] 

In this step, R p3 is removed from compound (4v), to give compound (5v). 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
[Step V5] 

In this step, compound (5v) is alkylated, and then R p3 is removed, to give compound 

(6v). 

The alkylation reaction is conducted under the same conditions as used in [Step A2] of 
production method A. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
[Step V6] 

In this step, compound (2v) is amidated, and then R p3 is removed, to give compound 

(6v). 

There are no particular limitations on the reaction conditions for the amidation. For 
example, the amidation can be conducted using a condensation agent such as 
l,r-carbonyldiimidazole or diethyl cyanophosphonate; in a solvent such as dimethylsulfoxide, 
N,N-dimethylformamide, or tetrahydrofuran. If required, it is possible to add an organic base, 
such as triethylamine, to the reaction. The reaction can be carried out at a temperature ranging 
from about an ice-cooling temperature to room temperature. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step Al 3] of production method A. 
Production method W 
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[Step Wl] 

In this step, compound (lw) is hydroxy-iminated and the generated hydroxyl group is 
treated by sulfonylation, followed by removal of R p3 , to give compound (2w). 

There are no particular limitations on the reaction conditions for the hydroxy imination. 
For example, the hydroxy imination reaction can be carried out using a reagent such as 
hydroxylamine hydrochloride; in the presence of a base such as potassium acetate or sodium 
acetate; in a solvent such as water, methanol, ethanol, propanol, dimethylsulfoxide, 
N,N-dimethylformamide, N-methylpyrrolidone, dioxane, tetrahydrofiiran, or toluene. 

There are no particular limitations on the reaction conditions for the sulfonylation. For 
example, the sulfonylation can be conducted using methane sulfonyl chloride, tosyl chloride, 
4-nitrobenzensulfonyl chloride, or similar; in the presence of a base such as triethylamine, 
diisopropylethylamine, pyridine, or N,N-dimethylaminopyridine; in a solvent such as 
dichloromethane, chloroform, dioxane, tetrahydrofiiran, toluene, or pyridine; at a temperature 
ranging from 0°C to 150°C. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A 13] of production method A. 
[Step W2] 

In this step, R p3 is removed from compound (lw), to give compound (3w). 
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The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
Production method X 



L 
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[Step XI] 

In this step, compound (lx) is reduced to give compound (2x). 

There are no particular limitations on the reaction conditions. For example, the 
reaction can be conducted using a reducing agent such as lithium borohydride, sodium 
5 borohydride, or potassium borohydride; in a solvent such as methanol, ethanol, acetonitrile, 

N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, dimethoxyethane, 
or in a mixed solution of these solvents; at a temperature ranging from 0°C to 150°C. 
[Step X3] 

In this step, compound (2x) is alkylated to give compound (4x). 

1 0 There are no particular limitations on the reaction conditions for the alkylation. For 

example, the alkylation reaction can be carried out using a halogenated alkyl; in the presence of a 
base such as lithium hydride, sodium hydride, potassium hydride, lithium hydroxide, sodium 
hydroxide, or potassium hydroxide; in a solvent such as methanol, ethanol, acetonitrile, 
N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or 

1 5 dimethoxyethane. 
[Step X5] 

In this step, compound (2x) is fluorinated to give compound (6x). 

There are no particular limitations on the reaction conditions. For example, the 
reaction can be carried out using a fluorinating agent such as Tris dimethylaminosulfate 
20 trifluoride; in a solvent such as dichloromethane, 1 ,2-dichloroethane, acetonitrile, 
N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or 
dimethoxyethane; at a temperature ranging from -78°C to 1 50°C. 
[Step X7] 

In this step, compound (1 x) is fluorinated to give compound (8 x). 

25 There are no particular limitations on the reaction conditions. For example, the 

reaction can be carried out using a fluorinating agent such as Tris dimethylaminosulfate 
trifluoride; in a solvent such as dichloromethane, 1 ,2-dichloroethane, acetonitrile, 
N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or 
dimethoxyethane; at a temperature ranging from -78°C to 150°C. 

30 [Step X9] 

In this step, compound (2x) is subjected to the Wittig-Horner-Emmons reaction, to give 
compound (lOx). 

There are no particular limitations on the reaction conditions. For example, the 
reaction can be carried out using a reagent such as a phosphonium salt or phosphonate ester; in 
35 the presence of a base such as lithium hydride, sodium hydride, potassium hydride, potassium 
t-butoxide, or butyl lithium; in a solvent such as dichloromethane, 1,2-dichloroethane, 
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acetonitrile, N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or 
dimethoxyethane; at a temperature ranging from -78°C to 150°C. 
[Step XI 1] 

In this step, compound (lOx) is reduced to give compound (12x). 
5 There are no particular limitations on the reaction conditions for the reduction. For 

example, the reduction can be conducted in the presence of a metal catalyst, such as palladium 
carbon, platinum oxide, or Raney nickel; in a solvent, such as methanol, ethanol, propanol, 
dimethylsulfoxide, N,N-dimethylformamide, N-methylpyrrolidone, dioxane, tetrahydrofuran, or 
toluene; in a hydrogen atmosphere at a temperature ranging from 0°C to 150°C. 
10 [Step X2], [Step X4], [Step X6], [Step X8], [Step X10], and [Step X12] 

R p3 is removed from compounds (2x), (4x), (6x), (8x), (lOx), and (12x) to give 
compounds (3x), (5x), (7x), (9x), (llx), and (13x), respectively. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A 13] of production method A. 
1 5 Production method Y 
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R 2 4y R 2 5y 



[StepYl] 

In this step, compound (ly) is hydrolyzed to give compound (2y). 

There are no particular limitations on the reaction conditions for the hydrolysis. For 
example, the hydrolysis can be conducted using an aqueous solution such as lithium hydroxide, 
sodium hydroxide, potassium hydroxide; in a solvent, such as methanol, ethanol, acetonitrile, 
N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or 
dimethoxyethane; at a temperature ranging from 0°C to 150°C. 
[Step Y3] 

In this step, compound (2y) is amidated to give compound (4y). 

The amidation reaction is conducted under the same conditions as used in [Step V6] of 
production method V 
[StepY2] and [StepY4] 

In this step, R p3 is removed from compounds (2y) and (4y), to give compounds (3y) and 
(5y), respectively. 
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The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
Production method Z 

This is an alternative to the method of producing compound (2u) described in 
Production method U. 




[Step Z3] 



[StepZl] 

In this step, compound (lz) is protected at the amino group of the 7-position, to give 
compound (2z). 

There are no particular limitations on the types of groups to be used for protecting the 
amino group, the reaction conditions, and other variables. For example, when the protecting 
group is a benzyl group, the reaction can be conducted using an alkylating agent such as benzyl 
bromide; in the presence of a base such as cesium carbonate, lithium carbonate, sodium 
carbonate, or potassium carbonate; in a solvent such as acetonitrile, N,N-dimethylformamide, 
N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or dimethoxyethane; at a temperature 
ranging from 0°C to 150°C. 
[Step Z2] 

In this step, compound (2z) is protected at the 1 -position, to give compound (3z). 

There are no particular limitations on the types of groups to be used for protecting the 
amino group, the reaction conditions, and other variables. For example, when the protecting 
group is a pivalyloxymethyl group, the reaction can be conducted using an alkylating agent such 
as chloromethylpivalate; in the presence of a base such as cesium carbonate, lithium carbonate, 
sodium carbonate, or potassium carbonate; in a solvent such as acetonitrile, 
N,N-dimethylformamide, N-methylpyrrolidone, 1,4-dioxane, tetrahydrofuran, or 
dimethoxyethane; at a temperature ranging from 0°C to 150°C. 
[Step Z3] 

In this step, compound (3z) is deprotected at the amino group of the 7-position, to give 
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compound (4z). 

The reaction conditions vary depending on the types of protecting groups to be used. 
For example, when the protecting group is a benzyl group, the reaction can be conducted in the 
presence of a metal catalyst, such as palladium carbon, platinum oxide, or Raney nickel; in a 
5 solvent such as methanol, ethanol, propanol, dimethylsulfoxide, N,N-dimethylformamide, 
N-methylpyrrolidone, dioxane, tetrahydrofuran, or toluene; in a hydrogen atmosphere at a 
temperature ranging from 0°C to 150°C. 
[Step Z4] 

In this step, a substituent is introduced into the amino group at the 7-position of 
10 compound (4z), through a substitution reaction between compound (4z) and compound (4z-2), to 
give compound (5z). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 
[Step Z5] 

15 In this step, the protecting group at the 1 -position is removed from compound (5z), to 

give compound (6z)(=2u). 

The reaction conditions vary depending on the types of protecting groups to be used. 

For example, when the protecting group is a pivalyloxymethyl group, the reaction can use a base 

such as sodium methoxide, sodium hydride, or diazabicyclo undec-7-ene; a solvent such as 
20 methanol or a mixed solvent of methanol and tetrahydrofuran; at a temperature ranging from 0°C 

to 150°C. 

Production method AA 
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[StepAAl] 

In this step, compound (laa) is reacted with a halogenating agent, to give compound 

(2aa). 

5 The halogenation reaction is conducted under the same conditions as used in [Step A5] 

of production method A. 
[Step AA2] 

In this step, compound (2aa) is reacted with compound (3aa) to give compound (4aa). 
The reaction is conducted under the same conditions as used in [Step A6] of production 
10 method A. 
[StepAA3] 

In this step, the protecting group at the amino group of the 7-position is removed from 
compound (4aa), to give compound (5aa). 

The deprotection reaction is conducted under the same conditions as used in [Step Z3] 
15 of production method Z. 
[StepAA4] 

In this step, a substituent is introduced into the amino group at the 7-position of 
compound (5aa), through substitution reaction between compound (5aa) and compound (5aa-2), 
to give compound (6aa). 

20 The substitution reaction is conducted under the same conditions as used in [Step A4] of 

production method A. 
[Step AA5] 
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In this step, the protecting group at the 1 -position is removed from compound (6aa), to 
give compound (7aa). 

The deprotection reaction is conducted under the same conditions as used in [Step Z5] 
of production method Z. 
5 [StepAA6] 

In this step, R p3 is removed from compound (7aa) to give compound (8aa). 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
Production method BB 
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[StepBBl] 

In this step, compound (lbb) is protected at the groups at the 1- and 3 -positions, to give 
compound (2bb). 

5 The reaction is conducted under the same conditions as used in [Step Z2] of production 

method Z. 
[Step BB2] 

In this step, the protecting group of the amino group at the 7-position is removed from 
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compound (2bb), to give compound (3bb). 

The deprotection reaction is conducted under the same conditions as used in [Step Z3] 
of production method Z. 
[Step BB3] 

5 In this step, a substituent is introduced into the amino group at the 7-position of 

compound (3bb), through a substitution reaction between compound (3bb) and compound 
(3bb-2), to give compound (4bb). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 
10 [StepBB4] 

In this step, compound (4bb) is reacted with a halogenating agent, to give compound 

(5bb). 

The halogenation reaction is conducted under the same conditions as used in [Step A5] 
of production method A. 
15 [StepBB5] 

In this step, compound (5bb) is reacted with compound (6bb), to give compound (7bb). 

The reaction is conducted under the same conditions as used in [Step A6] of production 
method A. 
[Step BB6] 

20 In this step, the protecting group at the 3 -position is removed from compound (7bb), to 

give compound (8bb). 

The deprotection reaction is conducted under the same conditions as used in [Step Z5] 
of production method Z. 
[Step BB7] 

25 In this step, a substituent is introduced into the group at the 3 -position of compound 

(8bb), through substitution reaction between compound (8bb) and compound (8bb-2), to give 
compound (9bb). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 
30 [Step BB8] 

In this step, the protecting group at the 1 -position is removed from compound (9bb), to 
give compound (lObb). 

The deprotection reaction is conducted under the same conditions as used in [Step Z5] 
of production method Z. 
35 [Step BB9] 

In this step, R p3 is removed from compound (lObb), to give compound (llbb). 
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The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A13] of production method A. 
[Step BB10] 

In this step, a substituent is introduced into the group at the 3 -position of compound 
5 (lObb), through a substitution reaction between compound (lObb) and compound (10bb-2), and 
then R p3 is removed to give compound (12bb). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 

The deprotection reaction for R p3 is conducted under the same conditions as used in 
1 0 [Step A 1 3] of production method A. 
Production method CC 




[Step CCl] 

In this step, a substituent is introduced into the group at the 3 -position of compound 
15 (lcc), through a substitution reaction between compound (lcc) and compound (lcc-2), to give 
compound (2cc). 

The substitution reaction is conducted under the same conditions as used in [Step A4] of 
production method A. 
[Step CC2][Step CC3] 

20 In these steps, R p3 is removed from compounds (lcc) and (2cc), to give compounds 

(3cc) and (4cc), respectively. 
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The deprotection reaction for R p3 is conducted under the same conditions as used in 
[Step A 13] of production method A. 

The methods described above are representative methods for producing compounds (I) 
and (II) of the present invention. The starting compounds and various reagents to be used in the 
5 methods for producing the compounds of the present invention may be salts, hydrates, or 

solvates, depending on the type of starting materials and solvents to be used, and are not limited 
providing they do not inhibit the reactions. The types of solvents to be used depend on the 
types of starting compounds and reagents to be used, and are not limited providing they dissolve 
starting materials to some extent and do not inhibit the reactions. When compounds (I) and (II) 
10 of the present invention are obtained in free forms, such compounds can be converted to salts or 
hydrates, which are the possible forms of compounds (I) and (II) described above, according to a 
conventional method. 

When compounds (I) and (II) of the present invention are obtained as salts or hydrates, 
such products can be converted to free forms of compounds (I) and (II), as described above, 

1 5 according to a conventional method. 

In addition, various isomers of compounds (I) and (II) of the present invention (for 
example, geometric isomers, enantiomers on the basis of asymmetric carbon, rotamers, 
stereoisomers, and tautomers) can be purified and isolated by typical isolation techniques 
including recrystallization, diastereomer salt method, enzyme-based resolution method, and 

20 various chromatographic methods (for example, thin layer chromatography, column 
chromatography, and gas chromatography). 

The pharmaceutical agents of the present invention can be obtained by combining active 
ingredients, i.e., a DPPIV inhibitor and a biguanide agent or a pharmaceutical agent that is able 
to enhance the effects of active circulating GLP-2. The active ingredients described above may 

25 be formulated separately or in combination, and they may be mixed with pharmaceutically 

acceptable carriers, excipients, binders, and similar. The dosage form of the pharmaceutical 
agents described above includes oral preparations, for example, granules, microgranules, 
powders, tablets, coated tablets, capsules, and syrups; and non-oral preparations, for example, 
injections (intravenous injections, subcutaneous injections, intramuscular injections, etc.), 

30 suppositories, and external preparations (transdermal therapeutics, ointments, etc.). 

Such formulations can be achieved by using typical excipients, binders, disintegrating 
agents, lubricants, colorants, flavoring agents; and if required, stabilizers, emulsifiers, 
absorbefacients, detergents, pH adjustors, preservatives, antioxidants, etc., and materials 
commonly used as ingredients of pharmaceutical preparations according to conventional 

35 methods. These materials include, for example, (1) animal and vegetable oils, such as soya 

bean oil, beef tallow, and synthetic glyceride; (2) hydrocarbons, such as liquid paraffin, squalane, 
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and solid paraffin; (3) ester oils, such as octyldodecyl myristate and isopropyl myristate; (4) 
higher alcohols, such as cetostearyl alcohol and behenyl alcohol; (5) silicon resins; (6) silicon 
oils; (7) detergents, such as polyoxyethylene fatty acid ester, sorbitan fatty acid ester, glycerin 
fatty acid ester, polyoxyethylene sorbitan fatty acid ester, polyoxyethylene hydrogenated castor 
oil, and polyoxyethylene polyoxypropylene block co-polymer; (8) water-soluble polymers, such 
as hydroxyethyl cellulose, poly-acrylic acid, carboxyvinyl polymer, polyethylene glycol, 
polyvinylpyrrolidone, and methyl cellulose; (9) lower alcohols, such as ethanol and isopropanol; 

(10) polyhydric alcohols such as glycerin, propylene glycol, dipropylene glycol, and sorbitol; 

(11) sugars such as glucose and sucrose; (12) inorganic powder, such as anhydrous silicic acid, 
magnesium aluminum silicate, and aluminum silicate; and (13) pure water. 

The excipients include, for example, lactose, corn starch, white sugar, glucose, mannitol, 
sorbitol, crystal cellulose, and silicon dioxide. The binders include, for example, polyvinyl 
alcohol, polyvinyl ether, methyl cellulose, ethyl cellulose, arabic gum, tragacanth, gelatin, 
shellac, hydroxypropyl cellulose, hydroxypropyl methyl cellulose, polyvinylpyrrolidone, 
polypropylene glycol-polyoxyethylene block co-polymer, meglumine, calcium citrate, dextrin, 
and pectin. The disintegrating agents include, for example, starch, agar, gelatin powder, 
crystalline cellulose, calcium carbonate, sodium bicarbonate, calcium citrate, dextrin, pectin, and 
calcium carboxymethyl cellulose. The lubricants include, for example, magnesium stearate, 
talc, polyethylene glycol, silica, and hydrogenated vegetable oil. The colorants include those 
that are pharmaceutically acceptable. The flavoring agents include cocoa powder, peppermint 
camphor, aromatic powder, peppermint oil, Borneo camphor, and cinnamon powder. The 
antioxidants include those that are pharmaceutically acceptable, such as ascorbic acid and 
a-tocopherol. 

The oral preparation can be produced by combining the active ingredients with an 
excipient; and if required, a binder, a disintegrating agent, a lubricant, a colorant, a flavoring 
agent, or such; and formulating the mixture into powders, microgranules, granules, tablets, 
coated tablets, capsules, or such; according to conventional methods. Tablets and granules may 
be coated with sugar or gelatin, or if required, any other appropriate coatings. Solutions, such 
as syrups or injectable preparations to be administered, can be formulated by combining a 
compound of the present invention with a pH adjustor, a solubilizing agent, an isotonizing agent, 
or such; and if required, with an auxiliary solubilizing agent, a stabilizer, a buffer, a suspending 
agent, an antioxidant, or the like; according to conventional methods. The solution may be 
freeze-dried. Examples of preferred suspending agents are: methylcellulose, Polysorbate 80, 
hydroxyethyl cellulose, arabic gum, powdered tragacanth, sodium carboxymethylcellulose, and 
polyoxyethylenesorbitan mono-laurate. Examples of preferred auxiliary solubilizing agents 
are: polyoxyethylene hydrogenated castor oil, Polysorbate 80, nicotinamide, and 
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polyoxyethylenesorbitan mono-laurate. Examples of preferred stabilizers are: sodium sulfite, 
sodium metasulfite, and ether. Examples of preferred preservatives are: methyl 
para-oxybenzoate, ethyl para-oxybenzoate, sorbic acid, phenol, cresol, and chlorocresol. There 
are no limitations on the types of methods for producing an external preparation, and such 
5 preparations can be produced by conventional methods. Various materials commonly used for 
producing pharmaceuticals, quasi drugs, cosmetics, and others, including animal and vegetable 
oils, mineral oils, ester oils, wax, higher alcohols, fatty acids, silicone oil, detergents, 
phospholipids, alcohols, polyhydric alcohols, water-soluble polymers, clay minerals, and pure 
water can be included as base materials. Furthermore, external preparations of the present 
10 invention can contain pH adjustors, antioxidants, chelating agents, antibacterial/antifungal agents, 
colorants, and flavoring agents, as required. Additionally, external preparations of the present 
invention can also contain agents that induce differentiation, promote blood flow, activate cells, 
and antimicrobials, anti-inflammatories, vitamins, amino acids, humectants, keratolyses, and 
others, if required. 

1 5 There are no particular limitations on the types of administration methods for the 

pharmaceutical agents, according to the present invention. A DPPIV inhibitor and either a 
biguanide agent or a pharmaceutical agent that enhances the effects of active circulating GLP-2, 
may be used in combination at the time of administration. For example, administration 
methods may include (1) the administration of a preparation formulated by conjugating a DPPIV 

20 inhibitor and either a biguanide agent or a pharmaceutical agent that enhances the effects of 
active circulating GLP-2; (2) the simultaneous administration of two types of preparations, 
which are obtained by separately formulating a DPPIV inhibitor and either a biguanide agent or a 
pharmaceutical agent which enhances the effects of active circulating GLP-2; and (3) the 
separate administration of two types of preparations, which are obtained by separately 

25 formulating a DPPIV inhibitor and either a biguanide agent or a pharmaceutical agent that 

enhances the effects of active circulating GLP-2 at different times (for example, administering 
them in the order of the DPPIV inhibitor and then either a biguanide agent or a pharmaceutical 
agent which enhances the effects of active circulating GLP-2, or in reverse order). 

The dose of the pharmaceutical agents according to the present invention can be 

30 selected based on the standard dose of each agent. The dose can be appropriately selected 
based on patient's age, weight, sex, severity of symptoms, dosage form, and disease type. 
When the DPPIV inhibitor to be administered orally or parenterally is 
(S)-l -((3 -hydroxy- 1 -adamantyl)amino)acetyl-2-cyanopyrrolidine or 

(S)-l-(2-((5-cyanopyridin-2-yl)amino)ethyl-aminoacetyl)-2-cyanopyrrolidine, the dose can 
35 typically be selected from a range of 0.1 to 250 mg/adult/day, preferably 1 to 100 mg/adult/day. 
When the DPPIV inhibitor to be administered orally or parenterally is isoleucine thiazolidide, 
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isoleucine pyrrolidide, or valine pyrrolidide, the dose can typically be selected from a range of 
0.01 to 2.0 mg/kg/day, preferably 0.01 to 1 .0 mg/kg/day. When the DPPIV inhibitor is a 
compound represented by formula (I) or (II), or a salt or hydrate thereof, and it is to be 
administered orally to an adult, the dose can typically be selected from a range of 0.03 to 1000 
5 mg/day, preferably 0. 1 to 500 mg/day, more preferably 0. 1 to 1 00 mg/day. When the DPPIV 
inhibitor is a compound represented by formula (I) or (II), or a salt or hydrate thereof, and it is to 
be administered parenterally to an adult, the dose can typically be selected from a range of about 
1 to 3000 |ag/kg/day, preferably about 3 to 1000 |ag/kg/day. When the DPPIV inhibitor is to be 
used in combination with another agent, for example, a biguanide agent, the dose typically 

10 ranges from 10 to 2500 mg/adult/day, and preferably ranges from 100 to 1000 mg/adult/day. 

In the present invention, both the DPPIV inhibitor and the biguanide agent can be 
administered once or several times at the daily dose described above. 

The dose ratio between the respective agents in the pharmaceutical agents according to 
the present invention can be selected appropriately, based on patient's age, weight, sex, severity 

1 5 of symptoms, dosage form, and disease type. For example, the weight: weight dose ratio 

between the DPPIV inhibitor and the biguanide agent may typically fall within a range of 1 :1 to 
1:2500, preferably 1:10 to 1:250. 

(S)-l -((3 -hydroxy- 1 -adamantyl)amino)acetyl- indicated herein can be administered at a 
dose selected from the range of 3 to 1000 |ag/kg. When a DPPIV inhibitor is used in 

20 combination with another agent, for example, a biguanide agent, the dose typically ranges from 
10 to 2500 mg/adult/day, and preferably ranges from 100 to 1000 mg/adult/day. 

Compounds of the present invention represented by formulae (I) and (II) indicated 
above, can be produced by the methods described below in Examples. However, the 
compounds of the present invention are under no circumstances to be construed as being limited 

25 to the specific examples described below. 

[Production Examples] 
Production Example 1 
t-Butyl 

30 4-[ 1 -(2-butynyl)-6-methyl-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl]piperazin- 1 -carb 
oxylate 

(a) t-Butvl 5-methvl-4-oxo-4,5-dihvdroimidazo[4,5-d1pvridazine- 1 -carboxvlate 

A mixture consisting of 1.0 g of 5-methyl-3,5-dihydroimidazo[4,5-d]pyridazin-4-one, 16 
mg of 4-dimethylaminopyridine, 1.6 g of di-t-butyl dicarbonate, and 5 ml of tetrahydrofliran was 
35 stirred at room temperature overnight. Then, a 0.5-ml tetrahydrofuran solution containing 300 
mg of di-t-butyl dicarbonate was added to the solution, and the resulting mixture was stirred at 
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room temperature for three hours. 5 ml of t-butyl methyl ether was added to the reaction 
mixture, and the mixture was cooled with ice. The resulting crystals were collected by filtration 
to give 1.63 g of the title compound. 
'H-NMRCCDCls) 
5 6 1.72 (s, 9H) 3.93 (s, 3H) 8.38 (s, 1H) 8.54 (s, 1H) 

(b) 2-Chloro-5-methvl-L5-dihydroimidazor4,5-dlpvridazin-4-one 

8.4 ml of lithium hexamethyldisilazide (1.0 M tetrahydrofuran solution) was added 
dropwise over one hour to a 300-ml tetrahydrofuran solution containing 1 .68 g of t-butyl 
5-methyl-4-oxo-4,5-dihydroimidazo[4 ) 5-d]pyridazine-l-carboxylate and 4.15 g of 
1 0 hexachloroethane under a nitrogen atmosphere at 0°C. The resulting mixture was stirred for 30 
minutes. 2N ammonia water was added to the solution, and the mixture was stirred for three 
hours. Then, the reaction solution was concentrated to 50 ml, and washed with 20 ml of t-butyl 
methyl ether. The solution was acidified with concentrated hydrochloric acid. The resulting 
precipitate was collected by filtration, and washed successively with 10 ml of water, and 10 ml of 
1 5 t-butyl methyl ether. Thus, 1 .03 g of the title compound was obtained. 

1 H-NMR(DMSO-d6) 

8 1.45 (s, 9H) 3.72 (s, 3H) 8.33 (s, 1H) 

(c) 3-(2-Butvnyl)-2-chloro-5-methvl-3,5-dihvdroimidazo|'4,5-d1pvridazin-4-one 

7.72 g of 2-chloro-5 methyl- l,5-dihydroimidazo[4,5-d]- pyridazin-4-one was suspended 
20 in 400 ml of tetrahydrofuran under a nitrogen atmosphere, and 14.22 g of triphenylphosphine 
and 3.85 g of 2-butyn-l-ol were added thereto. The resulting mixture was cooled to 0°C. A 
100-ml tetrahydrofuran solution containing 12.55 g of azodicarboxylic acid di-t-butyl ester was 
added dropwise, and the reaction mixture was stirred for three hours. The reaction mixture was 
concentrated under reduced pressure. 50 ml of dichloromethane and 50 ml of trifluoroacetic 
25 acid were added to the residue, and the mixture was stirred for 1 5 hours. The reaction mixture 
was concentrated under reduced pressure. The resulting residue was dissolved in 400 ml of 
ethyl acetate, and washed with a 200 ml of a 5N aqueous sodium hydroxide solution. The 
aqueous layer was extracted with 100 ml of ethyl acetate. The organic layers were combined 
together, dried over magnesium sulfate, and concentrated under reduced pressure. The resulting 
30 residue was purified by silica gel column chromatography. Thus, 8.78 g of the title compound 
was obtained from the fraction eluted with hexane-ethyl acetate (4:1). 
'H-NMRCCDCh) 

5 1.82 (t, J= 2.3Hz, 3H) 3.87 (s, 3H) 5.32 (q, J=2.3Hz, 2H) 8.19 (s, 1H) 

(d) t-Butvl 

35 4-f 1 -(2-butvnyl)-6-methvl-7-oxo-6,7-dihydro- 1 H-imidazo(4,5-d1pwidazin-2-vl1piperazine- 1 -car 
boxvlate 
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5 ml of l-methyl-2-pyrrolidone was added to a mixture consisting of 1.183 g of 
3-(2-butynyl)-2-chloro-5-methyl-3,5-dihydroimidazo [4,5-d]pyridazin-4-one, 0.829 g of 
potassium carbonate, and 1.395 g of t-butyl piperazine-l-carboxylate under a nitrogen 
atmosphere. The resulting mixture was heated at 1 30°C for 6 hours. The reaction mixture 
5 was cooled, and 50 ml of water was added thereto. Then, the mixture was extracted with 1 00 
ml of ethyl acetate. The organic layer was washed twice with 50 ml of water and then with 50 
ml of an aqueous solution saturated with sodium chloride. The organic layer was dried over 
magnesium sulfate, and concentrated under reduced pressure. The resulting residue was 
purified by silica gel column chromatography. Thus, 1 .91 6 g of the title compound was 
10 obtained from the fraction eluted with hexane-ethyl acetate (1 :4). 
1 H-NMR(CDCl3) 

8 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4H) 3.85 (s, 3H) 
5.09 (q, J=2.3Hz, 2H) 8.13 (s, 1H) 

15 Production Example 2 

t-Butvl 4-r7-(2-butvnvl)-2,6-dichloro-7H-purin-8-vnpiperazine-l-carboxvlate 

(a) 7-(2-Butvnvn-3-methyl-3,7-dihvdropurine-2,6-dione 

55.3 ml of l-bromo-2-butyne and 84.9 g of anhydrous potassium carbonate were added to 
a mixture of 100 g of 3-methyl xanthine [CAS No. 1076-22-8] and 1000 ml of 
20 N,N-dimethylformamide. The resulting mixture was stirred at room temperature for 18 hours. 
1000 ml of water was added to the reaction solution, and the mixture was stirred at room 
temperature for 1 hour. The resulting white precipitate was collected by filtration. The white 
solid was washed with water and then t-butyl methyl ether. Thus, 1 12 g of the title compound 
was obtained. 
25 1 H-NMR(DMSO-d6) 

5 1.82 (t, J=2.2Hz,3H) 3.34 (s, 3H) 5.06 (q, J=2.2Hz, 2H) 8.12 (s, 1H) 11.16 (br.s, 1H) 

(b) 7-(2-Butvnyl)-8-chloro-3-methyl-3.7-dihvdropurine-2.6-dione 

112 g of 7-(2-butynyl)-3-methyl-3,7-dihydropurine-2,6-dione was dissolved in 2200 ml 
of N,N-dimethylformamide, and 75.3 g of N-chlorosuccinimide was added thereto. The 
30 resulting mixture was stirred at room temperature for five hours. 2200 ml of water was added 
to the reaction solution, and the mixture was stirred at room temperature for 1 .5 hour. The 
white precipitate was collected by filtration, and the white solid was washed with water and, with 
t-butyl methyl ether. Thus, 1 17 g of the title compound was obtained. 

1 H-NMR(DMSO-d6) 

35 5 1.78 (t, J=2.0Hz,3H) 3.30 (s, 3H) 5.06 (q, J=2.0Hz, 2H) 11.34 (br.s, 1H) 

(c) 7-(2-Butvnvn-2,6,8-trichloro-7H-purine 
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A mixture of 2.52 g of 7-(2-butynyl)-8-chloro-3-methyl-3,7-dihydropxirine-2,6-dione and 
100 ml of phosphorus oxychloride was stirred at 120°C for 14 hours. After the reaction 
mixture had been cooled, 4.15 g of phosphorus pentachloride was added to the solution. The 
resulting mixture was stirred at 120°C for 24 hours. After the reaction solution had been cooled 
5 to room temperature, the solvent was evaporated under reduced pressure. The residue was 
dissolved in tetrahydrofuran. The solution was poured into a saturated sodium bicarbonate 
solution, and the mixture was extracted with ethyl acetate. The resulting organic layer was 
washed with water, then saturated brine, and was then concentrated under reduced pressure. 
The residue was purified by silica gel column chromatography (ethyl acetate: hexane = 1 :3) to 
10 give 2.40 g of the title compound. 
1 H-NMR(CDC1 3 ) 

5 1.82 (t, J=2.4Hz,3H) 5.21 (q, J=2.4Hz, 2H) 
(d) t-Butvl 4-r7-(2-butvnvl)-2.6-dichloro-7H-purin-8-vnpiperazine-l-carboxvlate 

A mixture of 2.4 g of 7-(2-butynyl)-2,6,8-trichloro-7H-purine, 1.46 g of sodium 
15 bicarbonate, 2.43 g of t-butyl piperazine-l-carboxylate, and 45 ml of acetonitrile was stirred at 
room temperature for 2 hours and 20 minutes. Then, 0.73 g of sodium bicarbonate and 1 .21 g 
of t-butyl piperazine-l-carboxylate were added, and the resulting mixture was stirred at room 
temperature for 1 hour. The reaction mixture was extracted with ethyl acetate-water, and the 
organic layer was washed with IN hydrochloric acid, dried over anhydrous magnesium sulfate, 
20 and then concentrated under reduced pressure. The residue was triturated with diethyl ether. 

The crystals were collected by filtration, and washed with diethyl ether. Thus, 3.0 g of the title 
compound was obtained as a white solid. 

1 H-NMR(DMSO-d6) 

5 1.42 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.48-3.55 (m, 4H) 3.57-3.63 (m, 4H) 4.89 (q, J=2Hz, 

25 2H) 

[ Examples 1 

Example 1 
Ethyl 

30 r7-(2-chlorophenvl)- 1 -methvl-6-oxo-8-(piperazin- 1 -vQ-6,7-dihvdro- 1 H-purin-2-yloxvl acetate 
trifluoroacetate 

(a) r7-Benzvl-2,6-dioxo-K2,6,7-tetrahvdropurin-3-vl1methvl 2,2-dimethvlpropionate 

8.66 g of 7-benzylxanthine was dissolved in 300 ml of N,N-dimethylformamide, and 1.57 
g of sodium hydride and 7.7 ml of chloromethyl pivalate were added thereto. The resulting 
35 mixture was stirred at room temperature overnight. The reaction solution was diluted with 
ethyl acetate, and washed with water and IN hydrochloric acid. The organic layer was dried 
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over anhydrous magnesium sulfate, then filtered. The solvent was evaporated under reduced 
pressure. The residue was purified by silica gel column chromatography. Thus, 2.66 g of the 
title compound was obtained from the fraction eluted with hexane-ethyl acetate (1:1). 
'H-NMRCCDCh) 

5 8 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 8.18 (s, 1H). 

(b) r7-Benzvl-l-methvl-2,6-dioxo-K2,6,7-tetrahvdropurin-3-vnmethvl 2 . 2-dimethvlpropionate 

2.66 g of [7-benzyl-2,6-dioxo-l,2,6,7-tetrahydropurin-3-yl]methyl 
2,2-dimethylpropionate was dissolved in 30 ml of N,N-dimethylformamide, and 1.6 g of 
potassium carbonate and 1 ml of methyl iodide were added thereto. The mixture was stirred at 
10 room temperature overnight. The reaction mixture was diluted with ethyl acetate, and washed 
with water and IN hydrochloric acid. The organic layer was dried over anhydrous magnesium 
sulfate, then filtered. The solvent was evaporated under reduced pressure. The residue was 
triturated with toluene. Thus, 2. 1 6 g of the title compound was obtained. 

'H-NMRCCDCls) 

15 5 1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 7.57 (s, 1H). 

(c) ri'Methvl-2,6-dioxo-L2,6,7-tetrahvdropurin-3-vl1methyl 2,2-dimethvIpropionate 

2.349 g of [7-benzyl-l -methyl-2,6-dioxo-l ,2,6,7-tetrahydropurin-3-yl]methyl 
2,2-dimethylpropionate was dissolved in 100 ml of acetic acid, and 1 g of 10% palladium carbon 
was added thereto. The mixture was stirred under a hydrogen atmosphere at room temperature 
20 overnight. The reaction mixture was filtered and concentrated to give 1.871 g of the title 
compound. 

1 H-NMR(CDCl3) 

5 1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H). 
(d) r7-(2-Chlorophenvn-l -methvl-2.6-dioxo-K2,6,7-tetrahvdropurin-3-vnmethvl 
25 2,2-dimethylopropionate 

1.60 g of [l-methyl-2,6-dioxo-l,2,6,7-tetrahydropurin-3-yl]methyl 
2,2-dimethylpropionate, 1.83 g of 2-chlorophenylboronic acid, and 1.5 g of copper (II) acetate 
were suspended in 30 ml of N,N-dimethylformamide, and 3 ml of pyridine was added thereto. 
The mixture was stirred at room temperature for 3 days. The reaction mixture was filtered 
30 through a short column filled with silica gel, and the filtrate was diluted with ethyl acetate. The 
organic layer was washed with IN hydrochloric acid, water, and saturated saline, and dried over 
anhydrous magnesium sulfate, then filtered. The filtrate was concentrated. The residue was 
suspended in ether, and the suspension was filtered. The filtrate was purified by silica gel 
column chromatography. Thus, 724 mg of the title compound was obtained from the fraction 
35 eluted with hexane-ethyl acetate (3:2). 
(e^ t-Butvl 
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4-r7-(2-chlorophenvlV3-(2.2-di^ 

ro- 1 H-purin-8-yllpiperazine- 1 -carbox vlate 

724 mg of [7-(2-chlorophenyl)-l-methyl-2,6-dioxo-l ,2,6,7-tetrahydropurin-3-yl]methyl 
2,2-dimethylpropionate was suspended in 15 ml of N,N-dimethylformamide, and 760 mg of 
5 N-chlorosuccinimide was added thereto. The reaction solution was stirred overnight, and then 
diluted with ethyl acetate. The solution was washed with water and IN hydrochloric acid, and 
dried over anhydrous magnesium sulfate, then filtered. The filtrate was concentrated. Thus, 
764 mg of [8-chloro-7-(2-chlorophenyl)-l-methyl-2,6^ 

2,2-dimethylpropionate was obtained. This compound was mixed with 4 g of t-butyl 
1 0 piperazine- 1 -carboxylate. The mixture was heated at 1 50°C, and stirred for three hours. Ethyl 
acetate and water were added to the reaction mixture, and the mixture was separated. The 
organic layer was washed with IN hydrochloric acid, and dried over anhydrous magnesium 
sulfate, then filtered. The filtrate was concentrated. The residue was purified by silica gel 
column chromatography. Thus, 724 mg of the title compound was obtained from the fraction 
1 5 eluted with hexane-ethyl acetate (3 :2). 
(f) t-Butvl 

4-r7-(2-chlorophenyl)- 1 -methvl-2,6-dioxo-2,3 A7-tetrahydro- 1 H-purin-8- yllpiperazine- 1 -carbox 
ylate 

t-Butyl 4-[7-(2-chlorophenyl)-3 -(2,2-dimethylpropionyloxy 
20 methyl)- 1 -methyl-2,6-dioxo-2,3 ,6,7-tetrahydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate was 

dissolved in a mixture of 10 ml of methanol and 20 ml of tetrahydrofuran, and 200 mg of sodium 
hydride was added thereto. The resulting mixture was stirred at room temperature overnight. 
IN hydrochloric acid was added to the reaction solution, and the mixture was extracted with 
ethyl acetate. The organic layer was dried over anhydrous magnesium sulfate, then filtered. 
25 The filtrate was concentrated. The residue was suspended in ether and the mixture was filtered. 
Thus, 450 mg of the title compound was obtained. 
1 H-NMR(DMSO-d 6 ) 

8 1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (dt, J=1.6, 7.6Hz, 
1H) 7.53 (dt, J=2.0, 7.6Hz, 1H) 7.63 (dd, J=2.0, 8.0Hz, 1H) 7.65 (dd, J=1.6, 8.0Hz, 1H). 
30 (g) t-Butvl 

4-r2-chloro-7-(2-chlorophenvl)- 1 -methyl-6-oxo-6.7-dihydro- 1 H-purin-8-yllpiperazine- 1 -carboxv 
late (g-P . and t-butyl 

4-r2,6-dichloro-7-(2-chlorophenyl)-7H-purin-8-yl1piperazine-l -carboxylate ( g-2) 
78 mg of t-butyl 

35 4-[7-(2-chlorophenyl)-l-methyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl]piperazine-l-carbox 
ylate was dissolved in 3 ml of phosphorus oxychloride, and the mixture was stirred at 120°C 
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overnight. The reaction solution was concentrated, and the residue was dissolved in 1 ml of 
tetrahydrofiiran. This solution was poured into a suspension consisting of 50 mg of di-t-butyl 
dicarbonate, 1 ml of tetrahydrofuran, and 0.5 ml of water containing 100 mg of sodium 
bicarbonate. The resulting mixture was stirred at room temperature for three hours. The 
5 reaction mixture was diluted with ethyl acetate and washed with water. The organic layer was 
dried over anhydrous magnesium sulfate, then filtered. The filtrate was concentrated, and the 
residue was purified by silica gel column chromatography. Thus, 16 mg of t-butyl 
4-[2,6-dichloro-7-(2-chlorophenyl)-7H-purin-8-yl]piperazine-l-carboxylate was obtained from 
the fraction eluted with hexane-ethyl acetate (3:2), and 
10 10 mg of t-butyl 

4-[2-chloro-7-(2-chlorophenyl)-l-methyl-6-oxo-6,7-dihydro-lH-purin-8-yl] 
piperazine-l-carboxylate was obtained from the fraction eluted with hexane-ethyl acetate (1:9). 
(h) Ethyl 

r7-(2-chlorophenylVl -methyl-6-oxo-8-(piperazin-l -yl)-6.7-dihvdro-l H-purin-2-yloxvl acetate 
15 trifluoroacetate 

10 mg of t-butyl 

4-[2-chloro-7-(2-chlorophenyl)- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxy 
late and 10 mg of ethyl glycolate were dissolved in 0.2 ml of N-methylpyrrolidone, and 10 mg of 
sodium hydride was added thereto. The mixture was stirred at room temperature for 2 hours. 
20 The reaction solution was dissolved in ethyl acetate, and the mixture was washed with IN 
hydrochloric acid. Thus, 24 mg of t-butyl 

4-[7-(2-chlorophenyl)-2-ethoxycarbonylmethoxy-l-methyl-6-oxo-6,7-dihydro-lH-purin-8-yl]pip 
erazine-l-carboxylate was obtained. 8 mg of this compound was dissolved in trifluoroacetic 
acid, and the mixture was concentrated. The residue was purified by reverse-phase high 
25 performance liquid chromatography (using an acetonitrile- water mobile phase (containing 0. 1% 
trifluoroacetic acid)) to give 2.1 1 mg of the title compound. 
MS mle (ESI) 447(MH + -CF 3 COOH) 

Example 4 
30 Methvl 

2-r7-(2-butvnvlM-methvl-6-oxo-8-fp^^ 
trifluoroacetate 

(a) r 7-( 2-ButvnvlV 1 -methvl-2.6-dioxo- 1 .2 A7-tefrahvdropurin-3-vnmethvl 
2,2-dimethylpropionate 
35 1.871 g of [l-methyl-2,6-dioxo-l,2,6,7-tetrahydropurin-3-yl]methyl 

2,2-dimethylpropionate was dissolved in 30 ml of N,N-dimethylformamide, and 1.5 g of 
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potassium carbonate and 0.7 ml of 2-butynyl bromide were added thereto. The mixture was 
stirred at room temperature overnight. The reaction mixture was diluted with ethyl acetate, and 
washed with water and IN hydrochloric acid. The organic layer was dried over anhydrous 
magnesium sulfate, then filtered. The solvent was evaporated under reduced pressure, and the 
5 residue was purified by silica gel column chromatography. Thus, 2.12 g of the title compound 
was obtained from the fraction eluted with hexane-ethyl acetate (3:2). 

(b) 7-(2-Butvnvl)-l -methyl-3,7-dihvdropurine-2,6-dione 

The title compound was obtained by treating 
[7-(2-butynyl)-l -methyl-2,6-dioxo-l ,2,6,7-tetrahydropurin-3-yl]methyl 2,2-dimethylpropionate 
10 by the same method as used in Example (If). 
'H-NMR^CDCls) 

5 1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10.62 (s, 1H). 

(c) t-Butyl 

4-r7-(2-butvnyl)- 1 -methyl-2,6-dioxo-2,3 ,6,7-tetrahydro- 1 H-purin-8-vl]piperazine- 1 -carboxvlate 
15 The title compound was obtained by treating 

7-(2-butynyl)-l-methyl-3,7-dihydropurine-2,6-dione by the same method as used in Example 
(le). 

1 H-NMR(CDCl3) 

8 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.58-3.60 (m, 4H) 
20 4.87 (s, 2H) 9.68 (s, 1H). 

(d) Methvl 

2-r7-(2-butvnyl)- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-vloxv]phenylacetate 
trifluoroacetate 

8 mg of t-butyl 

25 4-[7-(2-butynyl)-l-methyl-2,6-dioxo 

and 10 mg of methyl 2-bromophenylacetate were dissolved in 0.2 ml of N,N-dimethylformamide, 
and 10 mg of potassium carbonate was added thereto. The mixture was stirred at 50°C 
overnight. Ethyl acetate was added to the reaction solution, and the mixture was washed with 
water and IN hydrochloric acid. The organic layer was concentrated. The residue was 

30 dissolved in trifluoroacetic acid, and the mixture was concentrated. The residue was purified 
by reverse-phase high performance liquid chromatography (using an acetonitrile-water mobile 
phase (containing 0.1% trifluoroacetic acid)) to give 1.07 mg of the title compound. 
MS m/e (ESI) 451(MH + -CF 3 COOH) 
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Example 7 

7-(2-Butvnyl)-2-cvclopentyloxy-l -methyl-8-(piperazin-l -yP-1 ,7-dihydropurin-6-one 
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trifluoroacetate 

Using bromocyclopentane instead of methyl 2-bromophenylacetate in Example (4d), the 
title compound was obtained by the same method as used in Example 4. 
MS mle (ESI) 371(MH + -CF 3 COOH) 

5 

Example 9 
Ethyl 

2-r7-(2-butvnvlM-methyl-6-oxo-8-(piperazin^ 

Using ethyl 2-bromopropionate instead of methyl 2-bromophenylacetate in Example (4d), 
10 trifluoroacetate of the title compound was obtained by the same method as used in Example 4. 
The compound was purified by chromatography using NH-silica gel (silica gel whose surface 
had been modified with amino groups: Fuji Silysia Chemical Ltd. NH-DM 2035). Thus, the 
title compound was obtained from the fraction eluted with ethyl acetate-methanol (20:1). 

MS mle (ESI) 404(MH + ) 

15 

Example 11 

7-(2-Butvnvn-2-methoxy- 1 -methyl-8-(piperazin- 1 -vD- 1 ,7-dihvdropurin-6-one trifluoroacetate 
(a) t-Butvl 

4-f7-(2-butynylV2-chloro- 1 -methyl-6-oxo-6 J-dihydro- 1 H-purin-8-yllpiperazine- 1 -carboxylatef a 
20 JJ, and t-butyl 4-r7-(2-butynyn-2,6-dichloro-7H-purin-8-yl1piperazine-l-carboxylate (a-2) 
5.127 g of t-butyl 

4-[7-(2-butynyl)- 1 -methyl-2,6-dioxo-2,3 ,6,7-tetrahydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
was dissolved in 75 ml of phosphorus oxychloride, and then the mixture was stirred at 120°C 
overnight. The reaction solution was concentrated, and the residue was dissolved in 50 ml of 

25 tetrahydrofuran. This solution was poured into a suspension consisting of 7 g of di-t-butyl 

dicarbonate, 50 ml of tetrahydrofuran, 100 g of sodium bicarbonate, and 200 ml of water, and the 
mixture was stirred at room temperature for one hour. The reaction mixture was diluted with 
ethyl acetate, and the mixture was washed with water. The organic layer was dried over 
anhydrous magnesium sulfate, then filtered. The filtrate was concentrated, and the residue was 

30 purified by silica gel column chromatography. Thus, 1 .348 g of t-butyl 

4-[7-(2-butynyl)-2,6-dichloro-7H-purin-8-yl]piperazine-l-carboxylate [ l H-NMR(CDCl 3 ) 8 1.50 
(s, 9H) 1.87 (t, J=2.4Hz, 3H) 3.64 (m, 8H) 4.81 (q, J=2.4Hz, 2H)] was obtained from the fraction 
eluted with hexane-ethyl acetate (1:1), and 1.238 g of t-butyl 4-[7-(2-butynyl)-2-chloro-l -methyl 
-6-oxo-6,7-dihydro-lH-purin-8-yl]piperazine-l -carboxylate ^H-NMR^CDCla) 5 1.49 (s, 9H) 

35 1 .83 (t, J=2.4Hz, 3H) 3.42-3.44 (m, 4H) 3.59-3.62 (m, 4H) 3.73 (s, 3H) 4.93 (q, J=2.4Hz, 2H)] 
was obtained from the fraction eluted with hexane-ethyl acetate (1 :9). 
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(b) 7-(2-ButvnvO-2-methoxy- 1 -methyl-8-( piperazin- 1 -yQ- 1 ,7-dihydropurin-6-one 
trifluoroacetate 

8 mg of t-butyl 
4-[7-(2-butynyl)-2-chloro-l 
5 was dissolved in 0.2 ml of methanol, and 10 mg of sodium hydride was added thereto. The 
mixture was stirred at room temperature for one hour. IN hydrochloric acid was added to the 
reaction solution, and the mixture was extracted with ethyl acetate. The organic layer was 
concentrated, and the residue was dissolved in trifluoroacetic acid. The mixture was 
concentrated, and the residue was purified by reverse-phase high performance liquid 
1 0 chromatography (using an acetonitrile-water mobile phase (containing 0. 1 % trifluoroacetic 
acid)) to give 1 .72 mg of the title compound. 

MS m/e (ESI) 3 1 7(MH + -CF 3 COOH) 

Example 12 

15 7-(2-Butvnvl)-2-ethoxy- 1 -methyl-8-(piperazin- 1 -vl)- 1 ,7-dihydropurin-6-one 

Using ethanol instead of methanol in Example (lib), the trifluoroacetate of the title 
compound was obtained by the same method as used in Example 11. This compound was 
purified by chromatography using NH-silica gel. Thus, the title compound was obtained from 
the fraction eluted with ethyl acetate-methanol (20:1). 
20 1 H-NMR(CDCl3) 

5 1.42 (t, J=7.2Hz, 3H) 1.82 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.40-3.42 (m, 4H) 3.46 
(s, 3H) 4.51 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H). 
MS m/e (ESI)331(MH + ) 

25 Example 13 

Ethyl r7-(2-butynylV 1 -methyl-6-oxo-8-(piperazin- 1 -vlV6,7-dihvdro- 1 H-purin-2-yloxvl acetate 
Example 14 

r7-(2-Butvnvl V 1 -methyl-6-oxo-8-(piperazin- 1 -vl>6,7-dihvdro- 1 H-purin-2-vloxvl acetic acid 
30 Ethyl 

[7-(2-butynyl> 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-yloxy] acetate 
trifluoroacetate and 

[7-(2-butynyl)- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-yloxy]acetic acid 
trifluoroacetate [MS m/e (ESI) 361(MH + -CF 3 COOH)] were obtained by treating t-butyl 
3 5 4-[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
using ethyl 2-hydroxyacetate, instead of ethanol, by the same method as used in Example 11. 
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Ethyl [7-(2-butynyl)- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6 5 7-dihydro- 1 H-purin-2-yloxy] acetate 
trifluoroacetate was purified by chromatography using NH-silica gel Thus, ethyl 
[7-(2-butynyl)- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-yloxy] acetate 
[ l H-NMR(CDCl 3 ) 8 1.29 (t, J=7.2Hz, 3H) 1.83 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.38-3.41 (m, 
5 4H) 3.55 (s, 3H) 4.22 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 5.03 (s, 2H) ; MS mle (ESI) 
389(MH + )] was obtained from the fraction eluted with ethyl acetate-methanol (20:1) 

Example 16 
Ethyl 

10 1 -r7-(2-but vnvlV 1 -methvl-6-oxo-8-(piperazin- 1 - vl)-6,7-dihvdro- 1 H-purin-2- vlox vl cyclopropane 
carboxylate 

Using ethyl 1-hydroxycyclopropanecarboxylate instead of ethyl 2-hydroxyacetate in 
Example 13, the trifluoroacetate of the title compound was obtained by the same method as used 
in Example 13. The compound was purified by chromatography using NH-silica gel. Thus, 
1 5 the title compound was obtained from the fraction eluted with ethyl acetate-methanol (20: 1). 
1H-NMR(CDC1 3 ) 

8 1.19 (t, J=7.2Hz, 3H) 1.39-1.42 (m, 2H) 1.67-1.71 (m, 2H) 1.83 (t, J=2.4Hz, 3H) 
3.02-3.05 (m, 4H) 3.37-3.40 (m, 4H) 3.49 (s, 3H) 4.14 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 
MS ™/<?(ESI)415(MH + ) 

20 

Example 20 

7-(2-ButvnvlV 1 -methyl-2-phenoxy-8-(piperazin- 1 -yl)- 1 .7-dihvdropurin-6-one trifluoroacetate 
Using phenol instead of ethyl 2-hydroxyacetate in Example 13, the title compound was 
obtained by the same method as used in Example 13. 
25 MS mle (ESI) 379(MH + -CF 3 COOH) 

Example 22 

7-(2-Butynvl V 1 .2-dimethvl-8-(pjperazin- 1 -vlV 1 >7-dihvdropurin-6-one trifluoroacetate 
8 mg of t-butyl 

30 4-[7-(2-butynyl)-2-chloro-l-methyl-6^ 

and 2 mg of tetrakis(triphenylphosphine)palladium were dissolved in 0.2 ml of dioxane, and 0.2 
ml of methylzinc chloride (1.5 M tetrahydrofuran solution) was added thereto. The mixture 
was stirred at 50°C for 0.5 hour. The reaction solution was concentrated, and the residue was 
dissolved in trifluoroacetic acid. The mixture was concentrated, and the residue was purified 

35 by reverse-phase high performance liquid chromatography (using an acetonitrile- water mobile 
phase (containing 0.1% trifluoroacetic acid)) to give 4.56 mg of the title compound. 
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MS m/e (ESI) 301(MH + -CF 3 COOH) 
Example 29 

7-(2-Butvnvl)-l -methvl-2-dimethylamino-8-(piperazin-l -ylM ,7-dihvdropurin-6-one 
5 trifluoroacetate 

8 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-l-methyl-6-oxo-6J-dihydro-lH-purin-8-yl] 
piperazine-l-carboxylate was dissolved in 0.2 ml of an aqueous solution of 40% dimethylamine, 
and the mixture was stirred at 80°C for 5 hours. The reaction solution was concentrated, and 
the residue was dissolved in trifluoroacetic acid. The mixture was concentrated, and the residue 
10 was purified by reverse-phase high performance liquid chromatography (using an 

acetonitrile-water mobile phase (containing 0.1% trifluoroacetic acid)) to give 6.95 mg of the 
title compound. 

'H-NMR^DCls) 

5 1.82 (t, J=2.4Hz, 3H) 2.83 (s, 6H) 3.02-3.05 (m, 4H) 3.39-3.42 (m, 4H) 3.56 (s, 3H) 
15 4.90 (d, J=2.4Hz, 2H) 

MS m/e (ESI) 330(MH + -CF 3 COOH) 

Example 41 

7-(2-Butvnvl)-2-(2-ethoxyethvlamino)- 1 -methyl-8-( piperazin- 1 -vl)- 1 J-dihvdro-purin-6-one 
20 trifluoroacetate 

10 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-l -methyl-6-oxo-6,7-dihydro-l H-purin-8-yl] 
piperazine-l-carboxylate was dissolved in 0.15 ml of l-methyl-2-pyrrolidone, and 20 jjI of 
2-ethoxyethylamine was added thereto. After the mixture had been stirred at 80°C for 12 hours, 
the reaction solution was concentrated by flushing with nitrogen. The resulting residue was 
25 dissolved in 0.40 ml of trifluoroacetic acid, and the mixture was concentrated by flushing with 
nitrogen gas. The residue was purified by reverse-phase high performance liquid 
chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
acid)) to give 6.95 mg of the title compound. 
MS m/e (ESI) 374(MH + -CF 3 COOH) 

30 

Example 53 

(S)- 1 -|"7-(2-Butynyl)- 1 -methvl-6-oxo-8-(piperazin- 1 -vl)-6.7-dihvdro- 1 H-purin-2-yllp yrrolidine-2 
-carboxvlic acid trifluoroacetate 

Using L-proline t-butyl ester instead of 2-ethoxyethylamine in Example 41, 4.07 mg of 
35 the title compound was obtained by the same method as used in Example 41 . 

MS m/e (ESI) 400(MH + -CF 3 COOH) 
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Example 63 

(RV 1 -r7-(2-Butynvl)- 1 -methvl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-vl]pvrrolidine- 
2-carboxylic acid trifluoroacetate 
5 6 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro-l -m 

was dissolved in 0.15 ml of 1 -methyl-2-pyrrolidone, and 15 mg of D-proline methyl ester 
hydrochloride and 50 \xl of triethylamine were added thereto. After the resulting mixture had 
been stirred at 80°C for 12 hours, the reaction solution was concentrated by flushing with 

10 nitrogen gas. The residue was dissolved in a solution consisting of 0.20 ml of ethanol and 0.20 
ml of a 5N aqueous sodium hydroxide solution. The mixture was stirred at room temperature 
for five hours, and then concentrated by flushing with nitrogen gas. The residue was dissolved 
in 0.40 ml of trifluoroacetic acid, and the mixture was concentrated by flushing with nitrogen gas. 
The residue was purified by reverse-phase high performance liquid chromatography (using an 

15 acetonitrile- water mobile phase (containing 0.1% trifluoroacetic acid)) to give 3.42 mg of the 
title compound. 

MS m/e (ESI) 400(MH + -CF 3 COOH) 

Example 64 

20 2-r7-(2-ButynylV 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-vlamino]propionic 
acid trifluoroacetate 

Using DL-alanine methyl ester hydrochloride instead of D-proline methyl ester 
hydrochloride in Example 63, 1.12 mg of the title compound was obtained by the same method 
as used in Example 63. , ; 
25 MS m/e (ESI) 374(MH + -CF 3 COOH) 

Example 68 
Methyl 

r7-(2-butvnvD- 1 -methyl-6-oxo-8-(piperazin- 1 -vl)-6 J-dihvdro- 1 H-purin-2- ylsulfanyll acetate 
30 trifluoroacetate 

6 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
was dissolved in 0.15 ml of l-methyl-2-pyrrolidone, and 20 jal of methyl mercaptoacetate and 6 
mg of potassium carbonate were added thereto. The mixture was stirred at room temperature 
35 for five hours. An aqueous solution saturated with ammonium chloride was added to the 
reaction solution, and the mixture was extracted with ethyl acetate. The organic layer was 
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concentrated, and the residue was dissolved in 0.40 ml of trifluoroacetic acid. The solution was 
concentrated by flushing with nitrogen gas. The residue was purified by reverse-phase high 
performance liquid chromatography (using an acetonitrile-water mobile phase (containing 0. 1 % 
trifluoroacetic acid)) to give 4.83 mg of the title compound. 
5 MS mle (ESI) 391(MH + -CF 3 COOH) 

Example 73 

7-(2-ButvnvlV 1 -methvl-8-(piperazin- 1 - vD-2-(p vridin-2-ylsulfanyl)- 1 ,7-dihvdropurin-6-one 
trifluoroacetate 

1 0 Using 2-mercaptopyridine instead of methyl mercaptoacetate in Example 68, 4.66 mg of 

the title compound was obtained by the same method as used in Example 68. 
MS mle (ESI) 396(MH + -CF 3 COOH) 

Example 76 

15 7-(2-ButvnvlV2-isopropvlsulfanyl- 1 -methyl-8-(piperazin- 1 -vO- 1 ,7-dihydropurin-6-one 
trifluoroacetate 

6 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
was dissolved in 0.15 ml of 1 -methyl-2-pyrrolidone, and 15 mg of the sodium salt of 

20 propane-2-thiol was added thereto. The mixture was stirred at room temperature for five hours. 
A saturated ammonium chloride solution was added to the reaction solution, and the mixture was 
extracted with ethyl acetate. The organic layer was concentrated, and the residue was dissolved 
in 0.40 ml of trifluoroacetic acid. The solution was concentrated by flushing with nitrogen gas. 
The residue was purified by reverse-phase high performance liquid chromatography (using an 

25 acetonitrile-water mobile phase (containing 0.1% trifluoroacetic acid)) to give 4.56 mg of the 
title compound. 

MS mle (ESI) 361(MH + -CF 3 COOH) 

Example 79 

30 r7-(2-ButvnylVl-methyl-6-oxo-8-ta acid 
trifluoroacetate 

6 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
was dissolved in 0.15 ml of N-methylpyrrolidone, and 20 \x\ of methyl mercaptoacetate and 6 mg 
35 of potassium carbonate were added thereto. After the mixture had been stirred at room 

temperature for five hours, an aqueous solution saturated with ammonium chloride was added to 
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the reaction solution. The mixture was extracted with ethyl acetate. The organic layer was 
concentrated. The resulting residue was dissolved in a solution consisting of 0.20 ml of ethanol 
and 0.20 ml of a 5N aqueous sodium hydroxide solution. The mixture was stirred at room 
temperature overnight, and then concentrated by flushing with nitrogen gas. The residue was 
5 dissolved in 0.40 ml of trifluoroacetic acid, and the solution was concentrated by flushing with 
nitrogen gas. The residue was purified by reverse-phase high performance liquid 
chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
acid)) to give 0.96 mg of 

7-(2-butynyl)-2-mercapto- 1 -methyl-8-(piperazin- 1 -yl)- 1 ,7-dihydropurin-6-one trifluoroacetate 
1 0 [MS mle (ESI)3 1 9(MH + -CF 3 COOH)] and 0.6 1 mg of 

[7-(2-butynyl)- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-ylsulfanyl] acetic acid 
trifluoroacetate [MS mle (ESI)377(MH + -CF 3 COOH)]. 

Example 82 

7-(2-ButvnvD-2-cvano- 1 -methvl-8-(piperazin- 1 -yl)- 1 ,7-dihydropurin-6-one trifluoroacetate 
8 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro-l-methyl-6-oxo-6,7-dihydro-lH-purin-8-yl]piperazine-l -carboxylate 
was dissolved in 0.2 ml of N-methylpyrrolidone, and 10 mg of sodium cyanide was added 
thereto. The mixture was stirred at 50°C for 1 hour. Water was added to the reaction mixture, 
and the mixture was extracted with ethyl acetate. The organic layer was concentrated to give 
14 mg of t-butyl 

4-[7-(2-butynyl)-2-cyano- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate. 
5 mg of this compound was dissolved in trifluoroacetic acid, and the solution was concentrated. 
The residue was purified by reverse-phase high performance liquid chromatography (using an 
acetonitrile-water mobile phase (containing 0.1% trifluoroacetic acid)) to give 4.12 mg of the 
title compound. 

MS mle (ESI) 312(MH + -CF 3 COOH) 

Example 83 

7-(2-ButvnvH- 1 -methvl-6-oxo-8-(piperazin- 1 - vlV6,7-dihvdro- 1 H-purine-2-carboxamide 
(a)t-Butvl 

4-r7-(2-butvnvl)-2-carbamovl-l-methvl-6-oxo-6,7-dihvdro-lH-purin-8-vl1piperazine-l-carboxvl 
ate 

176 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
was dissolved in 2 ml of N-methylpyrrolidone, and 100 mg of sodium cyanide was added thereto. 
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The mixture was stirred at 50°C for 0.5 hour. Water was added to the reaction mixture, and the 
mixture was extracted with ethyl acetate. The organic layer was concentrated to give 170 mg of 
t-butyl 

4-[7-(2-butynyl)-2-cyano- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate. 
5 98 mg of this compound was dissolved in a mixture of 3 ml of tetrahydrofuran and 2 ml of 

methanol, and 0.5 ml of an aqueous solution of 20% ammonia and 0.5 ml of an aqueous solution 
of 30% hydrogen peroxide were added thereto. The mixture was stirred at room temperature 
overnight. Ethyl acetate was added to the reaction solution, and the mixture was washed with 
water. The organic layer was dried over anhydrous magnesium sulfate, then filtered. The 
10 solvent was evaporated under reduced pressure. The residue was purified by silica gel column 
chromatography. Thus, 77 mg of the title compound was obtained from the fraction eluted with 
ethyl acetate-methanol. 

1 H-NMR(CDCl3) 

5 1.49 (s, 9H) 1.83 (t, J=1.2Hz, 3H) 3.42-3.49 (m, 4H) 3.58-3.65 (m, 4H) 3.95 (s, 3H) 
15 5.01 (d, J=2.4Hz, 2H) 5.54 (br, 1H) 7.61 (br, 1H) 

(b) 7-(2-ButvnvD- 1 -methyl-6-oxo-8-(piperazin- 1 -yl V6,7-dihydro- 1 H-purine-2-carboxamide 
77 mg of t-butyl 

4-[7-(2-butynyl)-2-carbamoyl- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxyl 
ate was dissolved in 1 ml of trifluoroacetic acid, and the solution was concentrated. The 
20 residue was purified by chromatography using NH-silica gel. Thus, 49 mg of the title 
compound was obtained from the fraction eluted with ethyl acetate-methanol (5:1). 
'H-NMRCCDCb) 

5 1.83 (t, J=2.4Hz, 3H) 3.05-3.07 (m, 4H) 3.45-3.48 (m, 4H) 3.94 (s, 3H) 4.98 (s, 2H) 
5.57 (br, lH)7.65(br, 1H) 

25 

Example 86 

7-(2-ButvnvlV2-methoxv- 1 -(2-phenvlethvn-8-(piperazin- 1 -vD- 1 ,7-dihydropurin-6-one 
hydrochloride 

(a) r7-Benzvl-2,6-dioxo- 1 -(2-phenvlethvlV 1 .2.6.7-tetrahvdropurin-3 -yllmethyl 

30 2,2-dimethylpropionate 

A mixture consisting of 500 mg of 
[7-benzyl-2,6-dioxo-l,2,6,7-tetrahydropurin-3-yl]methyl 2,2-dimethylpropionate, 0.38 ml of 
2-bromoethyl benzene, 390 mg of anhydrous potassium carbonate, and 5 ml of 
N,N-dimethylformamide was stirred in an oil bath at 50°C for two hours. The reaction mixture 

35 was extracted with ethyl acetate and water, and the organic layer was washed with water and 
then with saturated saline. The organic liquid was dried over anhydrous magnesium sulfate, 
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and then concentrated under reduced pressure. The residue was crystallized with ethyl 
acetate-hexane to give 540 mg of the title compound. 
'H-NMRCCDCh) 

5 1.19 (s, 9H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 5.48 (s, 2H) 6.11 (s, 2H) 7.17-7.40 (m, 
5 1 OH) 7.54 (s, 1H) 

fl>)r7-(2-ButvnvlV8-cMoro 
2,2-dimethyl propionate 

A mixture consisting of 540 mg of 
[7-benzyl-2,6-dioxo-l-(2-phenyl ethyl)- l,2,6,7-tetrahydropurin-3-yl]methyl 
10 2,2-dimethylpropionate, 50 mg of 10% palladium carbon, and 8 ml of acetic acid was stirred 

under a hydrogen atmosphere at room temperature overnight. The reaction mixture was filtered 
and then concentrated under reduced pressure to give 410 mg of residue. 

The entire residue was combined with 0.15 ml of l-bromo-2-butyne, 300 mg of 
anhydrous potassium carbonate, and 5 ml of N,N-dimethylformamide. The mixture was stirred 
1 5 at room temperature for 2 hours. The reaction solution was extracted with ethyl acetate and 
water. The organic layer was washed with water and then with saturated brine. The organic 
liquid was dried over anhydrous magnesium sulfate and concentrated under reduced pressure to 
give 470 mg of residue. 

The entire residue was combined with 180 mg of N-chlorosuccinimide and 5 ml of 
20 N,N-dimethylformamide. The mixture was stirred at room temperature for 2 hours. After 0.5 
ml of an aqueous solution of 1M sodium thiosulfate had been added to the reaction solution, the 
mixture was extracted with ethyl acetate and water. The organic layer was washed with water 
and then with saturated brine. The organic liquid was dried over anhydrous magnesium sulfate, 
and then concentrated under reduced pressure. 380 mg of the title compound was obtained by 
25 crystallization using ethyl acetate-hexane. 
'H-NMRXCDCls) 

5 1.21 (s, 9H) 1.83 (t, J=2Hz, 3H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 5.11 (q, J=2Hz, 
2H) 6.05 (s, 2H) 7.18-7.32 (m, 5H) 
(c) t-Butvl 

30 4-r 7-(2-butvnvl V-2>6-dioxo- 1 -( 2-phenvlethvlV23 ,6,7-tetrahydro- 1 H-purin-8-vllpiperazine- 1 -car 
boxylate 

A mixture consisting of 380 mg 
of[7-(2-butynyl)-8-chloro-2,6-d^ 

2,2-dimethyl propionate, 460 mg of t-butyl piperazine-l-carboxylate, and 0.5 ml of 
35 N-methylpyrrolidone was stirred in an oil bath at 1 50°C for 1 5 minutes. The reaction mixture 
was extracted with ethyl acetate and water, and the organic layer was washed with water and 
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then with saturated brine. The organic layer was dried over anhydrous magnesium sulfate, and 
then concentrated under reduced pressure. The residue was dissolved in ethyl acetate/hexane 
(1/1). The solution was filtered through a small amount of silica gel, and then washed with 
ethyl acetate/hexane (1/1). The filtrate was combined with the washing solution. The mixed 
5 solution was concentrated under reduced pressure to give 570 mg of residue. 

The entire residue was combined with 5 ml of tetrahydrofuran and 2.5 ml of methanol. 
33 mg of sodium hydride was added to the mixture, and the resulting mixture was stirred at room 
temperature for 30 minutes. 1 ml of 1 N hydrochloric acid was added to the reaction solution, 
and then the mixture was extracted with ethyl acetate and water, then was washed with water and 
10 then with saturated brine. The organic liquid was dried over anhydrous magnesium sulfate, and 
concentrated under reduced pressure to give 350 mg of the title compound. 
'H-NMI^CDCls) 

5 1.50 (s, 9H) 1.85 (t, J=2Hz, 3H) 2.91-2.98 (m, 2H) 3.37 (br.s, 4H) 3.56-3.62 (m, 4H) 
4.15-4.22 (m, 2H) 4.87 (q, J=2Hz, 2H) 7.18-7.35 (m, 5H) 
15 (d) t-Butvl 

4-r7-(2-butvnvn-2-chloro-6-oxo-M^ 
oxylate 

A mixture consisting of 290 mg of t-butyl 
4-[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenylethyl)-2,3 ,6,7-tetrahydro- 1 H-purin-8-yl]piperazine- 1 -car 

20 boxylate and 4 ml of phosphorus oxychloride was heated and stirred in an oil bath at 120°C for 8 
hours. The reaction solution was concentrated under reduced pressure, and the residue was 
dissolved in 5 ml of tetrahydrofuran. This solution was added dropwise to a mixture consisting 
of 250 mg of di-t-butyl dicarbonate, 10 ml of a saturated sodium bicarbonate solution, and 10 ml 
of tetrahydrofuran while the mixture was being stirred and cooled with ice. The mixture was 

25 incubated at room temperature for 4 hours, and then extracted with ethyl acetate. The organic 
layer was washed with water then with saturated brine, dried over anhydrous magnesium 
sulfate, and then concentrated under reduce pressure. The residue was purified by silica gel 
column chromatography using 30 to 50% ethyl acetate/hexane. Then, the material was further 
purified by reverse-phase column chromatography using 50 to 100% methanol/water to give 60 

30 mg of the title compound. 

'H-NMRXCDCls) 

5 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.10-3.16 (m, 2H) 3.40-3.46 (m, 2H) 3.57-3.63 (m, 
4H) 4.42-4.49 (m, 4H) 4.94 (q, J=2Hz, 2H) 7.21-7.34 (m, 5H) 

(e) 7-(2-Butvnv n-2-methoxv- 1 -(2-phenvlethvl)-8-(piperazin- 1 -vlV 1 ,7-dihvdropurin-6-one 
35 hydrochloride 

10 mg of sodium hydride (60%; oily) was added to a mixture consisting of 7 mg of 



102 



t-butyl 

4-[7-(2-butynyl)-2-chloro-6-oxo- 1 -(2-phenylethyl)-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carb 
oxylate and 0.5 ml of methanol. The mixture was stirred at room temperature for 20 minutes. 
Water was added to the reaction solution. The mixture was extracted with ethyl acetate. The 
5 organic layer was washed with water and then with saturated brine, and concentrated. 0.5 ml of 
trifluoroacetic acid was added to the residue. The mixture was stirred at room temperature for 
30 minutes, and then concentrated. The residue was purified by reverse-phase column 
chromatography using 20 to 80% methanol/water (containing 0.1% concentrated hydrochloric 
acid) to give 4.3 mg of the title compound. 
10 ^-NMRCDMSO-de) 

6 1.80 (br.s, 3H) 2.85 (t, J=7Hz, 2H) 3.28 (br.s, 4H) 3.48-3.54 (m, 4H) 3.83 (s, 3H) 4.15 
(t, J=7Hz, 2H) 4.97 (br.s, 2H) 7.16-7.24 (m, 3H) 7.29 (t, J-8Hz, 2H) 9.08 (br.s, 2H) 

Example 88 
15 Methyl 

r7-(2-butvnvlV6-oxo- 1 -(2-phenvlethvn-8-f piperazin- 1 -vlV6.7-dihvdro- 1 H-purin-2- ylsulfanvllac 
etate hydrochloride 

Using methyl thioglycolate instead of methanol and using potassium carbonate as a base 
in Example 86(e), the title compound was synthesized by the same method as used in Example 
20 86. 

1 H-NMR(DMSO-d6) 

5 1.80 (s, 3H) 2.96 (t, J=8Hz, 2H) 3.29 (br.s, 4H) 3.50-3.56 (m, 4H) 3.68 (s, 3H) 4.16 (s, 
2H) 4.23 (t, J=8Hz, 2H) 4.99 (s, 2H) 7.24-7.38 (m, 5H) 8.96 (br.s, 2H) 

25 Example 95 

7-(2-Butvnvl V2-chloro-8-(piperazin- 1 -vD- 1 ,7-dihvdropurin-6-one trifluoroacetate 

(a) t-Butvl 4-f 7-(2-butvnvl)-2-cMoro-6-oxo-6.7-dihydro- 1 H-purin-8-yllpiperazine- 1 -carboxvlate 

A mixture consisting of 1 .0 g of t-butyl 4-[7-(2-butynyl) 
-2,6-dichloro-7H-purin-8-yl]piperazine-l-carboxylate, 580 mg of sodium acetate, and 10 ml of 

30 dimethyl sulfoxide was stirred in an oil bath at 80°C for 24 hours. The reaction solution was 

extracted with ethyl acetate and water. The organic layer was washed with water and then with 
saturated brine, then was dried over anhydrous magnesium sulfate, and concentrated under 
reduced pressure. The residue was purified by silica gel column chromatography using 50 to 
70% ethyl acetate/hexane and crystallized with ethyl acetate-hexane to give 800 mg of the title 

35 compound. 

1 H-NMR(CDCl3) 
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5 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.44 (br.s, 4H) 3.56-3.63 (m, 4H) 4.94 (q, J=2Hz, 2H) 
(b) 7-(2-Butvnyl)-2-chloro-8-(piperazin- 1 -vO- 1 ,7-dihvdropurin-6-one trifluoroacetate 
8 mg of t-butyl 

4-[7-(2-butynyl)-2-chloro-6-oxo-6,7-dihydro-lH-puri^ was 
5 dissolved in trifluoroacetic acid, and the solution was concentrated. The residue was purified 
by reverse-phase high performance liquid chromatography (using an acetonitrile-water mobile 
phase (containing 0.1% trifluoroacetic acid)) to give 3.45 mg of the title compound. 
MS m/e (ESI) 307(MH + -CF 3 COOH) 

10 Example 96 

2-r7-(2-Butvnvn-2-dimethylamino-6-oxo-8-(piperazin- 1 -yl)-6,7-dihvdropurin- 1 -ylmethyllbenzo 
nitrile hydrochloride 

(a) t-Butvl 

4-r7-(2-butvnyD-2-chloro- 1 -(2-cvanobenzvl)-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -car 

15 boxylate 

A mixture consisting of 1 00 mg of t-butyl 
4-[7-(2-butynyl)-2-chloro-6-oxo-6,7-dihydro-lH-purin-8-yl]piperazine-l-carboxylate, 60 mg of 
2-cyanobenzyl bromide, 68 mg of anhydrous potassium carbonate, and 1 ml of 
N,N-dimethylformamide was stirred at room temperature for 4 hours. Ethyl acetate/hexane 

20 (1/1) and water were added to the reaction solution. The insoluble material was removed by 
filtration. The filtrate was extracted with ethyl acetate. The organic layer was washed with 
water and then with saturated brine, dried over anhydrous magnesium sulfate, and then 
concentrated under reduced pressure. The residue was purified by silica gel column 
chromatography using 30 to 50% ethyl acetate/hexane to give 50 mg of the title compound. 

25 1 H-NMR(CDCl3) 

5 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.43-3.49 (m, 4H) 3.58-3.64 (m, 4H) 4.95 (q, J=2Hz, 
2H) 5.72 (s, 2H) 7.06 (d, J=8Hz, 1H) 7.39 (t, J=8Hz, 1H) 7.51 (t, J=8Hz, 1H) 7.71 (d, J=8Hz, 
1H) 

(b) t-Butvl 

30 4-r7-(2-butynvl)-l-(2-cyanobenzvl)-2-dimethylamino-6-oxo-6,7-dihvdro-lH-purin-8-vllpiperazi 
ne- 1 -carboxylate 

A mixture consisting of 8 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-l-(2-cyano 
benzyl)-6-oxo-6,7-dihydro-lH-purin-8-yl] piperazine-1 -carboxylate, 20 jal of an aqueous 
solution of 50% dimethylamine, and 0.2 ml of N,N-dimethylformamide was stirred at room 
35 temperature for 2 hours. The reaction solution was extracted with ethyl acetate and water. 
The organic layer was washed with water and with saturated brine, and concentrated. The 
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residue was separated by silica gel thin-layer chromatography using 70% ethyl acetate/hexane to 
give 6.5 mg of the title compound. 
1 H-NMR(CDCl3) 

5 1.50 (s, 9H) 1.81 (t, J=2Hz, 3H) 2.73 (s, 6H) 3.38-3.45 (m, 4H) 3.56-3.64 (m, 4H) 4.91, 
5 (q, J=2Hz, 2H) 5.55 (s, 2H) 7.07 (d, J=8Hz, 1H) 7.32 (t, J=8Hz, 1H) 7.46, (t, J=8Hz, 1H) 7.65 (d, 
J=8Hz, 1H) 
(SL 

2-r7-(2-Butvnvl)-2-dimethvlamino-6-oxo-8-(piperazin-l-vl)-6,7-dihvdropurin-l-vlmethyl1benzo 
nitrile hydrochloride 

10 6.5mgoft-butyl 

4-[7-(2-butynyl)-l-(2-cyanobenzyl)-2-dimethylamino-6-oxo-6,7-dihydro-lH-purin-8-yl] 
piperazine-l-carboxylate was dissolved in 0.5 ml of trifluoroacetic acid, and the mixture was 
allowed to stand at room temperature for 20 minutes. The reaction solution was concentrated, 
and the residue was purified by reverse-phase column chromatography using 20 to 80% 

15 methanol/water (containing 0.1% concentrated hydrochloric acid) to give 6.4 mg of the title 
compound. 

1 H-NMR(DMSO-d6) 

5 1.76 (s, 3H) 2.69 (s, 6H) 3.28 (br.s, 4H) 3.51 (br.s, 4H) 4.91 (s, 2H) 5.40 (s, 2H) 7.04 (d, 
J=8Hz, 1H) 7.43 (t, J=8Hz, 1H) 7.60 (t, J=8Hz, 1H) 7.83 (d, J=8Hz, 1H) 8.90 (br.s, 2H) 

20 

Example 98 

2-r7-(2-ButvnvlV2-methoxy-6-oxo-8-(piperazin- 1 -vl)-6,7-dihvdropurin- 1 -vlmethvl"|benzonitrile 
hydrochloride 

Using methanol instead of dimethylamine and using anhydrous potassium carbonate as a 
25 base in Example 96(b), the title compound was synthesized by the same method as used in 
Example 96. 

! H-NMR(DMSO-d6) 

5 1.79 (s, 3H) 3.28 (br.s, 4H) 3.48-3.56 (m, 4H) 3.91 (s, 3H) 4.97 (s, 2H) 5.32 (s, 2H) 
7.19 (d, J=8Hz, 1H) 7.48 (t, J=8Hz, 1H) 7.63 (t, J=8Hz, 1H) 7.87 (d, J=8Hz, 1H) 9.05 (br.s, 2H) 

30 

Example 109 

7-Benzvl- 1 -methyl-8-(piperazin- 1 -vP- 1 J-dihydropurin-6-one trifluoroacetate 
(a) 7-Benzvl-h7-dihvdropurin-6-one 

18.23 g of inosine was dissolved in 90 ml of dimethyl sulfoxide, and 16 ml of benzyl 
35 bromide was added thereto. The mixture was stirred at room temperature overnight. The 

reaction solution was poured into 3 L of ethyl acetate. The resulting supernatant was removed 
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and the precipitated oil was dissolved in 10% hydrochloric acid (135 ml). The solution was 
heated at 70°C with stirring for 4 hours. The solution was cooled to room temperature, and 
then neutralized to pH 7 using a 5N aqueous sodium hydroxide solution. The precipitated solid 
was collected by filtration, and dried to give 12.748 g of the title compound. 
5 (b) t-Butvl 4-(7-benzyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl)piperazine- 1 -carboxvlate 
12.748 g of 7 -benzyl- l,7-dihydropurin-6-one was dissolved in 150 ml of 
N,N-dimethylformamide, and 7.9 g of N-chlorosuccinimide was added thereto. The reaction 
solution was stirred overnight, and then diluted with ethyl acetate. The solution was washed 
with water and IN hydrochloric acid, and dried over anhydrous magnesium sulfate. The 

10 solution was filtered, and the filtrate was concentrated to give 6.103 g of 

7-benzyl-8-chloro-l,7-dihydropurin-6-one. This compound was combined with 20 g of t-butyl 
piperazine-l-carboxylate, and the mixture was heated at 150°C. After being stirred for one 
hour, the reaction mixture was combined with ethyl acetate and water, and partitioned. The 
organic layer was washed with IN hydrochloric acid, and dried over anhydrous magnesium 

1 5 sulfate. After filtration, the filtrate was concentrated. The residue was purified by silica gel 
column chromatography. Thus, 1 .539 g of the title compound was obtained from the fraction 
eluted with ethyl acetate-methanol (10:1). 
1 H-NMR(CDCl3) 

5 1.39 (s, 9H) 3.07-3.10 (m, 4H) 3.35-3.39 (m, 4H) 5.44 (s, 2H) 7.16-7.18 (m, 2H) 

20 7.22-7.32 (m, 3H) 7.91 (s, 1H) 12.18 (s, 1H) 

(c) 7-Benzvl-l-methyl-8-(piperazin-l-vl)-L7-dihvdropurin-6-one trifluoroacetate 

15 mg of t-butyl 4-(7-benzyl-6-oxo-6,7-dihydro-lH-purin-8-yl)piperazine-l-carboxylate 
was dissolved in 1 ml of N,N-dimethylformamide, and 10 mg of sodium hydride and 10 jul of 
methyl iodide were added thereto. The mixture was stirred at room temperature for 3 days, 

25 then ethyl acetate and water were added and the layers separated. The organic layer was 
concentrated, and the residue was dissolved in trifluoroacetic acid. The solution was 
concentrated. The residue was purified by reverse-phase high performance liquid 
chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
acid)) to give 4.31 mg of the title compound. 

30 MS mle (ESI) 325(MH + -CF 3 COOH) 

Example 115 

3-(2-Butwvl)-5-methvl-2-(piperazin-l-vlV3,5-dihvdroimidazor4,5-d1pvridazin-4-one 
trifluoroacetate 

35 (a) Ethyl 2-bromo-3-(2-butvnyl)-5-cvano-3H-imidazole-4-carboxvlate 

4.56 ml of sulfuric acid was added to 170 ml of ethanol containing 16.80 g of 
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2-bromo-lH-imidazole-4,5-dicarbonitrile [CAS No. 50847-09-1], and the mixture was heated 
under reflux for 48 hours. The solution was cooled, and then 500 ml of ethyl acetate and 200 
ml of water were added thereto. The organic layer was dried over anhydrous magnesium 
sulfate, filtered,and concentrated under reduced pressure. The residue was dissolved in 
5 N,N-dimethylformamide, and 14.1 g of potassium carbonate and 8.6 ml of 2-butynyl bromide 
were added thereto. The mixture was stirred at room temperature for 1 8 hours. 500 ml of 
ethyl acetate was added to the solution, and the mixture was washed three times with 300 ml of 
water, and then with 300 ml of a saturated sodium chloride solution. Then, the solution was 
dried over anhydrous magnesium sulfate, and filtered. The filtrate was concentrated under 
1 0 reduced pressure. The residue was purified by silica gel column chromatography. Thus, 4.09 
g of the title compound was obtained from the fraction eluted with hexane-ethyl acetate (9:1). 
1 H-NMR(CDC1 3 ) 

6 1.43 (t, J=7.2Hz, 3H) 1.81 (s, 3H) 4.47 (q, J=7.2Hz, 2H) 5.16 (s, 2H) 

(b) t-Butvl 

15 4-f 1 -(2-butynvl)-4-cyano-5-ethoxycarboxvl- 1 H-imidazol-2-yllpiperazine- 1 -carboxvlate 
4.09 g of ethyl 2-bromo-3-(2-butynyl)-5-cyano-3H-imidazole-4-carboxylate was 
combined with 7.70 g of t-butyl piperazine-l-carboxylate, and the mixture was heated to 150°C 
with stirring for 50 minutes. The reaction mixture was dissolved in toluene. The mixture was 
purified by silica gel column chromatography. Thus, 4.47 g of the title compound was obtained 
20 from the fraction eluted with hexane-ethyl acetate (2:1). 
^-NMRXCDCh) 

5 1.43 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.08-3.13 (m, 4H) 3.57-3.61 
(m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 

(c) t-Butvl 

25 4-r 1 -(2-butvnvl)-5-ethoxvcarbonvl-4-thiocarbamoyl- 1 H-imidazol-2-vnpiperazine- 1 -carboxvlate 
5 ml of an aqueous solution of 50% ammonium sulfide was added to a 20-ml ethanol 
solution containing 0.80 g of t-butyl 

4-[l-(2-butynyl)-4-cyano-5-ethoxycarbonyl-lH-imidazol-2-yl] piperazine-l-carboxylate, and the 
mixture was heated at 60°C for 14 hours. 100 ml of ethyl acetate and 50 ml of water were 

30 added to the mixture, and the organic layer was washed successively with 50 ml of water and 50 
ml of a saturated sodium chloride solution. The reaction solution was dried over anhydrous 
magnesium sulfate, then filtered. The filtrate was concentrated under reduced pressure. The 
residue was purified by silica gel column chromatography. Thus, 0.58 g of the title compound 
was obtained from the fraction eluted with hexane-ethyl acetate (3:2). 

35 1 H-NMR(CDC1 3 ) 

8 1.43 (t, J=7.2Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.12-3.16 (m, 4H) 3.54-3.59 
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(m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 7.41 (br.s, 1H) 8.88 (br.s, 1H) 
(d) t-Butvl 

4~r 1 -(2-butvnvl)-5-ethoxvcarbonyl-4-methylsulfanvlcarbonimidovl- 1 H-imidazol-2-vnpiperazine 
-1-carboxylate 

5 0.235 of trimethyl oxonium tetrafluoroborate was added to a 20-ml dichloromethane 

solution of 0.58 g of t-butyl 

4-[ 1 -(2-butynyl)-5-ethoxycarbonyl-4-thiocarbamoyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate, 
and the mixture was stirred at room temperature for 1 8 hours. 50 ml of dichloromethane was 
added to the solution, and the mixture was washed with 20 ml of a saturated sodium bicarbonate 
10 solution. The mixture was dried over anhydrous magnesium sulfate, and concentrated under 
reduced pressure to give 0.55 g of the title compound. 
^-NMRCCDCb) 

5 1.41 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 2.39 (s, 3H) 3.12-3.16 (m, 4H) 
3.56-3.59 (m, 4H) 4.42 (q, J=7.2Hz, 2H) 4.80 (q, J=2.3Hz, 2H) 
15 (e) t-Butvl 

4-r 1 -(2-butvnvl)-5-ethoxycarbonvl-4-methvlsulfanvlcarbonvl- 1 H-imidazol-2-yl]piperazine- 1 -car 
boxylate 

5 ml of a 2N aqueous solution of hydrochloric acid was added to a 30-ml ethanol solution 
of 0.55 g of t-butyl 4-[l-(2-butynyl)-5-ethoxycarbonyl-4-methyl 

20 sulfanylcarbonimidoyl-lH-imidazol-2-yl] piperazine- 1-carboxylate, and the mixture was heated 
at 60°C for 5 hours. After the reaction solution had been concentrated under reduced pressure, 
25 ml of ethyl acetate and IN sodium hydroxide solution were added thereto. The aqueous 
layer was extracted with 25 ml of ethyl acetate, and the organic layers were combined together. 
The mixture was washed with 1 0 ml of a saturated sodium chloride solution containing 1 ml of 

25 IN sodium hydroxide solution, and dried over anhydrous magnesium sulfate. The solution was 
filtered, and the filtrate was concentrated under reduced pressure. The residue was dissolved in 
10 ml of dichloromethane, and 0.10 ml of triethylamine and 0.256 g of di-t-butyl dicarbonate 
were added thereto. The mixture was stirred at room temperature for 15 hours, and then 25 ml 
of ethyl acetate was added thereto. The mixture was washed successively with 10 ml of 0.1 N 

30 hydrochloric acid, 10 ml of a saturated sodium bicarbonate solution, and 10 ml of a saturated 

sodium chloride solution, and then dried over anhydrous magnesium sulfate. The solution was 
concentrated under reduced pressure. The residue was purified by silica gel column 
chromatography. Thus, 0.15 g of the title compound was obtained from the fraction eluted with 
hexane-ethyl acetate (4:1). 

35 ^-NMRCCDCla) 

5 1.43 (t, J-7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 2.40 (s, 3H) 3.16-3.20 (m, 4H) 
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3.55-3.59 (m, 4H) 4.35 (q, J=7.1Hz, 2H) 4.80 (q, J=2.3Hz, 2H) 

(f) t-Butvl 

4-f 1 -(2-butvnvO-5-ethoxycarbonyl-4-hydrox\Tnethyl- 1 H-imidazol-2-vnpiperazine- 1 -carboxylate 
0.187 g of mercury (II) acetate and 0.090 of sodium borohydride were added to 8 ml of 
5 an ethanol solution containing 0.265 g of t-butyl 

4-[ 1 -(2-butynyl)-5-ethoxycarbonyl-4-methylsulfanyl 

carbonyl-lH-imidazol-2-yl]piperazine-l -carboxylate at 0°C, and the mixture was stirred at room 
temperature for 4 hours. After 0. 1 87 g of mercury (II) acetate and 0.090 of sodium borohydride 
had been added to the solution, the mixture was stirred at room temperature for 1 5 hours. 100 

10 ml of ethyl acetate and 50 ml of 0.5N hydrochloric acid were added to the solution, and the 
organic layer was washed successively with 50 ml of water and 50 ml of a saturated sodium 
chloride solution. The mixture was dried over anhydrous magnesium sulfate, and concentrated 
under reduced pressure. The residue was purified by silica gel column chromatography. 
0.172 g of the starting material was collected from the fraction eluted with hexane-ethyl acetate 

1 5 (4: 1). Then, 0.061 g of the title compound was obtained from the fraction eluted with 
hexane-ethyl acetate (1 :4). 
l H-NMR(CDCl 3 ) 

8 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 3.17-3.21 (m, 4H) 3.41 (t, 
J=4.8Hz, 1H) 3.56-3.60 (m, 4H) 4.36 (q, J=7.1Hz, 2H) 4.75 (d, J=4.8Hz, 2H) 4.81 (q, J=2.3Hz, 
20 2H) 

(g) t-Butvl 

4-f 1 -(2-butvnvn-5-ethoxycarbonvl-4-formvl- 1 H-imidazol-2-vl]piperazine- 1 -carboxvlate 

0.120 g of manganese dioxide was added to a 2-ml dichloromethane solution of 0.061 g 
oft-butyl 

25 4-[ 1 -(2-butynyl)-5-ethoxycarbonyl-4-hydroxymethyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate, 
and the mixture was stirred at room temperature for 1 5 hours. The reaction solution was 
filtered through celite, and the filtrate was concentrated under reduced pressure. The residue 
was purified by silica gel column chromatography. Thus, 0.055 g of the title compound was 
obtained from the fraction eluted with hexane-ethyl acetate (7:3). 

30 ! H-NMR(CDCl3) 

8 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.23-3.26 (m, 4H) 3.55-3.59 
(m, 4H) 4.45 (q, J=7.1Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 10.36 (s, 1H) 

(h) t-Butvl 

4-f 1 -(2-butvnvl)-6-methvl-7-oxo-6.7-dihvdro- 1 H-imidazo[4,5-dlpvridazin-2-yl1piperazine- 1 -car 
35 boxvlate 

0.05 ml of methylhydrazine was added to a 2.5-ml ethanol solution of 0.055 g oft-butyl 
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4-[ 1 -(2-butynyl)-5-ethoxycarbonyl-4-formyl- 1 H-imidazol-2-yl] piperazine- 1 -carboxylate. The 
mixture was stirred at 80°C for 15 hours, and then heated at 130°C for 14 hours. The reaction 
solution was concentrated under reduced pressure. Then, the residue was purified by silica gel 
column chromatography. Thus, 0.035 g of the title compound was obtained from the fraction 
5 eluted with hexane-ethyl acetate (1:1). 
'H-NMRCCDCb) 

5 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4H) 3.85 (s, 3H) 
5.09 (q, J=2.3Hz, 2H) 8.13 (s, 1H) 

MS mle (ESI) 387.4(MH + ) 
10 (0 3-(2-Butvnvl)-5-methvl~2-(piperazin-l-yl)-3,5-dihvdroimidazor4.5-dlDvridazin-4-one 
trifluoroacetate 

0.4 ml of trifluoroacetic acid was added to a 0.4-ml dichloromethane solution of 0.0351 g 
of t-butyl 

4- [ 1 -(2-butynyl)-6-methyl-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl]piperazine- 1 -car 
1 5 boxylate, and the mixture was stirred at room temperature for one hour. The solvent was 

concentrated. The residue was purified by reverse-phase high performance liquid 
chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
acid)) to give 0.0295 g of the title compound. 
^-NMR^CDsOD) 

20 5 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 3.83 (s, 3H) 5.15 (q, 

J=2.3Hz, 2H) 8.20 (s, 1H) 

MS mle (ESI) 287.09(MH + -CF 3 COOH) 

Example 116 
25 5-Benzvloxvmethyl-3-(2-but\^ 
trifluoroacetate 

(a) 5-Benzyloxymethvl-4-oxo-4.5-dihydroimidazor4,5-d1pvridazine-l -sulfonic acid 
dimethvlamide 

2.08 g of triethylamine, 2.80 g of N,N-dimethyl sulfamoyl chloride, and 0.22 g of 
30 4-dimethylaminopyridine were added to 50 ml of a dichloromethane solution of 3.04 g of 

5- benzyloxy methylimmidazo[4,5-d]pyridazin-4-one [CAS NO. 82137-50-6] (R. Paul Gagnier, 
Michael J. Halat, and Brian A. Otter Journal of Heterocyclic Chemistry, 21, p481, 1984), and the 
mixture was heated under reflux for 4 hours. 250 ml of ethyl acetate was added to the solution, 
and the mixture was washed successively with 50 ml of an aqueous solution of IN hydrochloric 

35 acid, 50 ml of a saturated sodium bicarbonate solution, and 50 ml of a saturated sodium chloride 
solution. The mixture was dried over anhydrous magnesium sulfate, and concentrated under 
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reduced pressure. The residue was purified by silica gel column chromatography. Thus, 2.86 
g of the title compound was obtained from the fraction eluted with hexane-ethyl acetate (2:3). 
'H-NMRCCDCls) 

5 2.98 (s, 6H) 4.77 (s, 2H) 5.74 (s, 2H) 7.30-7.39 (m, 5H) 8.21 (s, 1H) 8.46 (s, 1H) 
5 (b) 5-Benzyloxvmethvl-2-chloro-4-oxo-4,5-dihydroimidazof 4,5-dlpvridazine- 1 -sulfonic acid 
dimethvlamide 

5.3 ml of n-butyl lithium (2.0 M cyclohexane solution) was added to a 150-ml 
tetrahydrofuran solution of 3 .34 g of 

5-benzyloxymethyl-4-oxo-4,5-dihydroimidazo[4,5-d]pyridazine- 1 -sulfonic acid dimethylamide 
1 0 under a nitrogen atmosphere at -78°C, and the mixture was stirred at -78°C for one hour. Then, 
20 ml of a tetrahydrofuran solution of 3.26 g of hexachloroethane was added to this solution. 
The mixture was allowed to warm to room temperature. 25 ml of a 5% aqueous solution of 
ammonium chloride was added to the solution, and the mixture was extracted with 50 ml of ethyl 
acetate. The organic layer was washed successively with 25 ml of water and 25 ml of a 
1 5 saturated sodium chloride solution, and then dried over anhydrous magnesium sulfate. The 

organic liquid was concentrated under reduced pressure. The residue was purified by silica gel 
column chromatography. Thus, 2.3 1 g of the title compound was obtained from the fraction 
eluted with hexane-ethyl acetate (2:3). 
^-NMRtCDCls) 

20 8 3.12 (s, 6H) 4.77 (s, 2H) 5.70 (s, 2H) 7.30-7.39 (m, 5H) 8.48 (s, 1H) 

(c) t-Butvl 

4-(6-benzylox\oiiethvl-7-oxo-6,7-dihy 
ylate 

A mixture consisting of 2.3 1 g of 5-benzyloxymethyl-2-chloro 
25 -4-oxo-4,5-dihydroimidazo[4,5-d]pyridazine-l -sulfonic acid dimethylamide and 4.49 g of t-butyl 
piperazine-l-carboxylate was heated at 150°C under nitrogen atmosphere for 2.5 hours. The 
residue was purified by silica gel column chromatography. Thus, 1.94 g of the title compound 
was obtained from the fraction eluted with ethyl acetate. 
^-NMR^CDCla) 

30 5 3.54-3.58 (m, 4H) 3.71-3.75 (m, 4H) 4.68 (s, 2H) 5.65 (s, 2H) 7.25-7.35 (m, 5H) 8.21 

(s, 1H) 12.58 (br.s, 1H) 

(d) t-Butvl 4-r6-benzvloxvmethvl-l -(2-butynvn-7-oxo-6,7-dihvdro-lH-imidazor4,5-dl 
pyridazin-2-vl]piperazine- 1 -carboxvlate 

0.74 g of potassium carbonate and 0.078 g of 2-butynyl bromide were added to a 20-ml 
35 N,N-dimethylformamide solution of 0.21 6 g of t-butyl 
4-(6-benzyloxymethyl-7-oxo-6,7-dihydro- 1 H-imidazo 
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[4,5-d]pyridazin-2-yl)piperazine-l-carboxylate, and the mixture was stirred at room temperature 
for 16 hours. Then, 50 ml of ethyl acetate was added to the solution. The organic layer was 
washed three times with 20 ml of water, and then with 1 0 ml of a saturated sodium chloride 
solution. The solution was dried over anhydrous magnesium sulfate, and then concentrated 
under reduced pressure. The residue was purified by silica gel column chromatography. Thus, 
0.139 g of the title compound was obtained from the fraction eluted with hexane-ethyl acetate 
(3:2). 

l H-NMR(CDCl 3 ) 

5 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.38-3.44 (m, 4H) 3.61-3.66 (m, 4H) 4.72 (s, 2H) 
5.10 (q, J=2.3Hz, 2H) 5.65 (s, 2H) 7.25-7.38 (m, 5H) 8.18 (s, 1H) 
£el 

5-Benzvloxymethvl-3-(2-butvnvl)-2^ 
trifluoroacetate 

0.0043 g of the title compound was obtained by treating 0.0073 g of t-butyl 
4-[6-benzyloxymethyl-l-(2-butynyl)-7-oxo-6,7-dihydro-lH-imidazo[4,5-d]pyridazin-2-yl]p 
zine-l-carboxylate and purifying the product by the same method as used in Example 115(i). 

l H-NMR(CD 3 OD) 

8 1.83 (t, J=2.3Hz, 2H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 4.69 (s, 2H) 5.15 (q, 
J=2.3Hz, 2H) 5.64 (s, 2H) 7.17-7.32 (m, 5H) 8.20 (s, 1H) 
MS mle (ESI) 393.28(MH + -CF 3 COOH) 

Example 117 

3- (2-Butvnyl)-2-(piperazin- 1 -vl)-3 .5-dihvdroimidazor4,5-d1pvridazin-4-one trifluoroacetate 

8 ml of a dichloromethane solution of 0.123 g of t-butyl 

4- [6-benzyloxymethyl- 1 -(2-butynyl)-^ 

zine-l-carboxylate was cooled to -78°C under a nitrogen atmosphere, and 1 .9 ml of boron 
trichloride (1 .0 M dichloromethane solution) was added thereto. The mixture was stirred at 
-78°C for five hours, and 10 ml of a 1 :1 mixed solvent of dichloromethane-methanol was added 
thereto. The mixture was stirred at -78°C for two hours, and then allowed to warm to room 
temperature. The solvent was concentrated under reduced pressure, and 10 ml of methanol was 
added thereto. Then, the solution was again concentrated under reduced pressure. The residue 
was dissolved in 3 ml of pyridine, and the mixture was heated under reflux for two hours. 0.3 
ml of this solution was concentrated under reduced pressure. The residue was purified by 
reverse-phase high performance liquid chromatography (using an acetonitrile-water mobile 
phase (containing 0.1% trifluoroacetic acid)) to give 0.005 g of the title compound. 
l H-NMR(CD 3 OD) 
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5 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 5.16 (q, J=2.3Hz, 2H) 8.21 

(s, 1H) 

MS m/e (ESI) 273.16 (MH + -CF 3 COOH) 
Example 118 

2-f7-(2-ButynvO- 1 -methyl-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purin-2-vloxvlbenzamide 

hydrochloride 

(a) t-Butvl 

4-r7-(2-butynylV2-(2-carbamoylphenoxy)- 1 -methyl-6-oxo-6 J-dihvdro- 1 H-purin-8-vllpiperazine 
-1 -carboxylate 

200 mg oft-butyl 

4-[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate 
was dissolved in 2.0 ml of l-methyl-2-pyrrolidone, and 85 mg of salicylamide and 129 mg of 
potassium carbonate were added thereto. The mixture was stirred at 100°C for 2 hours. After 
the reaction mixture had been cooled to room temperature, 5.0 ml of water was added thereto. 
After the mixture had been stirred at room temperature for 1 hour, the white precipitate was 
collected by filtration. The resulting white solid was washed with water and ether to give of 
221 mg of the title compound (89%). 
1 H-NMR(DMSO-d6) 

5 1.43 (s, 9H) 1.79 (t, J=2.5Hz, 3H) 3.23-3.27 (m, 4H) 3.36 (s, 3H) 3.48-3.52 (m, 4H) 
4.95 (q, 2.5Hz, 2H) 6.59 (td, J=8.0, 1.0Hz, 1H) 6.63 (dd, J=8.0, 1.0Hz, 1H) 7.14 (ddd, J=8.0, 7.5, 
2.0Hz, 1H) 7.80 (dd, J=7.5, 2.0Hz, 1H) 

MS m/e (ESI) 522(MH + ) 

oa. 

2-r7-(2-ButvnvH- 1 -methyl-6-oxo-8-(piperazin- 1 -ylV6,7-dihvdro- 1 H-purin-2- yloxvlbenzamide 
hydrochloride 

210 mg oft-butyl 

4-[7-(2-butynyl)-2-(2-carbamoylphenoxy)- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine 
-1 -carboxylate was combined with 3.5 ml of methanol and 2.1 ml of 4N hydrochloric acid-ethyl 
acetate solution. After the mixture had been stirred at room temperature for 4 hours, the 
reaction solution was concentrated by flushing with nitrogen gas. The resulting residue was 
washed with ethanol and ethyl acetate to give 177 mg of the title compound (96%). 
1 H-NMR(DMSO-d6) 

5 1.82 (t, J-2.3Hz, 3H) 3.28-3.32 (m, 4H) 3.48 (s, 3H) 3.54-3.58 (m, 4H) 5.04 (q, 2.3Hz, 
2H) 6.96 (br.t, J=7.0Hz, 1H) 6.99 (br.d, J=8.0Hz, 1H) 7.46 (ddd, J=8.0, 7.0, 1.5Hz, 1H) 7.93 
(br.d, J=8.0Hz, 1H) 



113 



MS m/e (ESI) 422(MH + -HC1) 
Example 119 

3- (2-Butvnvl)-5-methvl-2-(pfo^ 

5 (a) 5-Methvl-l-tritvl-L5-dihvdroimidazof4,5-dlpvridazin-4-one 

78.8 g of 5-methyl-l,5-dihydroimidazo [4,5-d] pyridazin-4-one [CAS No. 76756-58-6] 
(Shih-Fong Chen and Raymond P. Panzica, Journal of Organic Chemistry 46, p2467, 1981) was 
suspended in 2.5 L of dichloromethane at room temperature, and 78.8 of triethylamine was 
added thereto. 176 g of trityl chloride was added to the mixture, which was then stirred for 
1 0 three hours. 7.5 L of ethyl acetate was added to the mixture. After being washed successively 
with 3 L of water and 3 L of a saturated sodium chloride solution, the mixture was dried over 
anhydrous magnesium sulfate and concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography. Thus, 1 36.5 g of the title compound was 
obtained from the fraction eluted with hexane-ethyl acetate (20:80 to 0:100). 
15 ^-NMRXCDCla) 

5 3.79 (s, 3H) 6.92 (s, 1H) 7.07-7.13 (m, 6H) 7.32-7.40 (m, 9H) 7.87 (s, 1H) 

(b) 2-Chloro-5-methvl-l-tritvl-h5-dihvdroimidazo|"4,5-dlpyridazin-4-one 

220 ml of lithium hexamethyldisilazide (1.0 M tetrahydrofuran solution) was added to a 

4- L tetrahydrofuran solution of 68.3 g of 

20 5-methyl-l -trityl- 1 ,5-dihydroimidazo[4,5-d]pyridazin-4-one at -75°C under a nitrogen 

atmosphere, and the mixture was stirred at -75°C for 1 hour. Then, 200 ml of a tetrahydrofuran 
solution of 82.3 g of hexachloroethane was added to the solution. The mixture was allowed to 
warm to -20°C. 5 L of 5% aqueous ammonium chloride was added, and the mixture was 
extracted with 4 L of ethyl acetate. The organic layer was washed successively with 5 L of 

25 water and 5 L of a saturated sodium chloride solution. The solution was dried over anhydrous 
magnesium sulfate, and concentrated under reduced pressure. The residue was suspended in 
1 50 ml of f-butyl methyl ether, and then collected by filtration. The solid was washed twice 
with 100 ml of r-butyl methyl ether to give 69.7 g of the title compound. 
'H-NMRXCDCh) 

30 8 3.78 (s, 3H) 5.81 (s, 1H) 7.25-7.27 (m, 6H) 7.28-7.38 (m, 9H) 

(c) t-Butvl 

4-(6-methvl-7-oxo-6,7-dihvdro-lH-imidazo|"4,5-d]pyridazin-2-vl)piperazine-l-carboxvlate 

69.7 g of 2-chloro-5-methyl-l -trityl- 1,5-dihydroimidazo [4,5-d] pyridazin-4-one was 
combined with 153.4 g of t-butyl piperazine-l-carboxylate, and the mixture was stirred and 
35 heated to 100°C under nitrogen atmosphere. When the reaction mixture became easily stirrable, 
the temperature was raised to 150°C. The mixture was kept at this temperature for one hour. 
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The reaction solution allowed to cool and then suspended in 250 ml of /-butyl methyl ether. 
The suspended material was collected by filtration. The solid was washed twice with 200 ml of 
/-butyl methyl ether and three times with 200 ml of water. The solid was again washed twice 
with 200 ml of /-butyl methyl ether, and dried to give 50.3 g of the title compound. 
5 'H-NMRCCDCls) 

5 1.50 (s, 9H) 3.56-3.62 (m, 4H) 3.73-3.80 (m, 4H) 3.87 (s, 3H) 8.16 (s, 1H) 12.65 (br.s, 

1H) 

(d) t-Butvl 

4-ri-(2-butvnvl )-6-methvl-7^ 
10 boxylate 

43.9 g of potassium carbonate and 27.8 ml of 2-butynyl bromide were successively added 
to a 5.5-L N,N-dimethylformamide solution of 88.4 g of t-butyl 

4-(6-methyl-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d] pyridazin-2-yl)piperazine- 1 -carboxylate at 
15°C under a nitrogen atmosphere. The reaction solution was stirred at room temperature for 

1 5 22 hours, and then poured into 1 0 L of water. The mixture was extracted with 5 L of ethyl 

acetate. The organic layer was successively washed twice with 5 L of water, and with 5 L of a 
saturated sodium chloride solution. The aqueous layer was extracted twice with 3 L of ethyl 
acetate. The organic layers were combined together, and then dried over anhydrous magnesium 
sulfate. The organic layer was concentrated under reduced pressure. The residue was purified 

20 by silica gel column chromatography. Thus, 54.3 g of the title compound was obtained from 
the fraction eluted with hexane-ethyl acetate (3:2 to 3:7). 
1 H-NMR(CDC1 3 ) 

5 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4H) 3.85 (s, 3H) 
5.09 (q, J=2.3Hz, 2H) 8.13 (s, 1H) 

25 (e) 3-(2- Butvnvn-5-methvl-2-fpiperazin-l-vlV3.5-dihvdroimidazor4,5-d1pyridazin-4-one 
200 ml of trifluoroacetic acid was added to 200 ml of a dichloromethane solution 
containing 54.3 g of t-butyl 

4-[ 1 -(2-butynyl)-6-methyl-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl]piperazine- 1 -car 
boxylate, and the mixture was stirred at room temperature for 1 hour. The mixture was 

30 concentrated under reduced pressure, the residue was dissolved in 500 ml of ethyl acetate. 1 L 
of 10% aqueous sodium bicarbonate solution was gradually added. Then, 1 L of ethyl acetate 
and 500 ml of a 5N aqueous sodium hydroxide solution were added to the solution. The 
organic layer was separated. Then, the aqueous layer was extracted five times with 1 L of 
dichloromethane. The organic layers were combined together, washed with 500 ml of an 

35 aqueous solution of 2N sodium hydroxide, dried over anhydrous magnesium sulfate, and 

concentrated under reduced pressure. The residue was recrystallized from ethyl acetate to give 
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30.5g of the crystalline title compound. 
'H-NMRCCDCb) 

5 1.84 (t, J=2.3Hz, 3H) 3.05-3.09 (m, 4H) 3.38-3.44 (m 5 4H) 3.85 (s, 3H) 5.06 (q, 
J=2.3Hz, 2H) 8.13 (s, 3H) 

5 

Example 119-2 

3-(2-ButvnvlV5-methvl-2-(piperazm^ 
toluene-4-sulfonate 

98.7 mg of 3-(2-butynyl)-5-methyl-2-(piperazin-l -yl)-3 ? 5- 
10 dihydroimidazo[4 3 5-d]pyridazin-4-one was dissolved in 1 ml of ethanol, and then 1 ml of an 
ethanol solution of 101 mg of p-toluenesulfonic acid monohydrate was added thereto while the 
solution was being stirred. The mixture was cooled with ice for two hours while being stirred. 
The precipitate was collected by filtration, and then dried under reduced pressure at 50°C for one 
hour to give 1 53.2 mg of the title compound. 
15 ! H-NMR (DMSO-d6) 

5 1.79 (t, J= 2 Hz, 3H) 2.27 (s, 3H) 3.25-3.35 (m, 4H) 3.50-3.54(m, 4H) 3.70 (s, 3H) 
5.13 (d, J= 2 Hz, 2H) 7.10 (d, J= 8 Hz, 2H) 7.47 (d 9 J= 8 Hz, 2H) 8.25 (s, 1H) 8.79 (br.s, 2H) 

Furthermore, 107.95 mg of the title compound was recrystallized from acetone, yielding 
84.9 mg of crystalline product. 

20 

Example 120 

2-(3-Aminopiperidin-l-vl)-3-(2-b^ 
trifluoroacetate 

(a) 9H-fluoren-9-vlmethvl 3-t-butoxvcarbonylaminopiperidine- 1 -carboxvlate 
25 1.84 g of diisopropylethylamine and 4.71 g of diphenylphosphorylazide were added to 10 

ml of a t-butanol solution of 5.01 g of 9H-fluoren-9-ylmethyl 3-carboxypiperidine-l-carboxylate, 
and the mixture was heated at 60°C under a nitrogen atmosphere for 18 hours. The reaction 
solution was cooled, and 150 ml of ethyl acetate was added thereto. The organic layer was 
washed successively with 100 ml of 5% aqueous sulfuric acid, 100 ml of 5% aqueous sodium 
30 bicarbonate solution, 100 ml of water, and 100 ml of a saturated sodium chloride solution, and 
then dried over anhydrous magnesium sulfate. The organic layer was concentrated under 
reduced pressure. The residue was purified by silica gel column chromatography. Thus, 1 .88 
g of the title compound was obtained from the fraction eluted with hexane-ethyl acetate (4:1). 
'H-NMRCCDCls) 

35 5 1.45 (s, 9H) 1.45-1.72 (m, 3H) 1.82-1.87 (br.s, 1H) 3.09-3.30 (br.s, 2H) 3.58 (br.s, 2H) 

3.82-3.98 (br.s, 1H) 4.24 (t, J=7.2 Hz> 1H) 4.27-4.48 (br.s, 2H) 4.52-4.59 (br.s, 1H) 7.32 (dd, 
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J=10.3, 10.0 Hz, 2H) 7.39 (t, J=10.0 Hz, 2H) 7.59 (d, J=10.0 Hz, 2H) 7.75 (d, J=10.3 Hz, 2H) 
(b) t-Butvl piperidin-3-vlcarbamate 

25 ml of diethylamine was added to 250 ml of an ethanol solution of 1 .88 g of 
9H-fluoren-9-ylmethyl 3-t-butoxycarbonylaminopiperidine-l-carboxylate, and the mixture was 
5 stirred at room temperature for 1 8 hours. After the solution had been concentrated under 

reduced pressure, the residue was dissolved in a mixture consisting of 150 ml of toluene and 100 
ml of 10% aqueous citric acid solution. The aqueous layer was made alkaline with a 5N 
aqueous sodium hydroxide solution, and then extracted twice with 100 ml of dichloromethane. 
The organic layers were combined together, dried over anhydrous magnesium sulfate, and 
10 concentrated under reduced pressure to give 0.79 g of the title compound. 
1 H-NMR(CDC1 3 ) 

5 1.45 (s, 9H) 1.41-1.53 (m, 2H) 1.65-1.72 (m, 1H) 1.79-1.86 (m, 1H) 2.48-2.56 (m, 1H) 
2.64-2.70 (m, 1H) 2.78-2.86 (m, 1H) 3.06 (dd, J=12.0,4.0 Hz, 1H) 3.48-3.62 (br.s, 1H) 4.71-4.88 
(br.s, 1H) 
15 £cL 

2-(3-Aminopiperidin-l-vl)-3-(2-but^ 
trifluoroacetate 

0.020 g of 2-chloro-5-methyl-l-trityl-l,5-dihydroimidazo [4,5-d]pyridazine^4-one and 
0.040 g of t-butyl piperidin-3-yl carbamate were combined together, and the mixture was heated 
20 under a nitrogen atmosphere at 1 50°C for 1 hour. The reaction mixture was purified by silica 
gel column chromatography. Thus, 0.016 g of t-butyl 

[l-(6-methyl-7-oxo-6,7-dihydro-lH-imidazo[4,5-d]pyridazin-2-yl)piperidin-3-yl]carbamate was 
obtained from the fraction eluted with ethyl acetate. 0.0080 g of this compound was dissolved 
in 0.6 ml of N,N-dimethylformamide, and then 0.0038 g of potassium carbonate and 0.003 ml of 

25 2-butynyl bromide were added thereto. The mixture was stirred at room temperature for 1 8 
hours. The reaction mixture was partitioned between 1 ml of ethyl acetate and 1 ml of water, 
and the organic layer was concentrated. The residue was dissolved in 0.5 ml of 
dichloromethane, and then 0.5 ml of trifluoroacetic acid was added thereto. After 1 hour, the 
reaction solution was concentrated. The residue was purified by reverse-phase high 

30 performance liquid chromatography (using an acetonitrile- water mobile phase (containing 0. 1 % 
trifluoroacetic acid)) to give 0.0046 g of the title compound. 
'H-NMR^CDCls) 

5 1.74-1.80 (br.s, 1H) 1.82 (br.s, 3H) 1.96-2.19 (br.m, 3H) 3.43-3.79 (br.m, 5H) 3.86 (s, 
3H) 5.05 (br.d, J=16.0 Hz, 1H) 5.23 (br.d, J=16.0 Hz, 1H) 8.15 (s, 1H) 

35 

Example 122 
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2- r7-(2-ButynvlV 1 -methyl-6-oxo-8-(piperazin- 1 - vl)-6,7-dihydro- 1 H-purin-2- vloxvlbenzamide 

53.0goft-butyl 
4-[7-(2-butynyl)-2-(2-carbamoy 

-1-carboxylate was dissolved in 160 ml of trifluoroacetic acid, and the mixture was stirred at 
5 room temperature for one hour. 1250 ml of a 2 M aqueous sodium hydroxide solution was 

added drop wise to the reaction solution, and the mixture was stirred at room temperature for one 
hour and 50 minutes. The resulting white precipitate was collected by filtration. The white 
solid was washed with water and then with ethanol, and dried at 60°C overnight to give 42.8 g of 
the title compound. 
10 1 H-NMR(DMSO-d6) 

8 1.78 (t, J=2.4 Hz, 3H) 2.82-2.86 (m, 4H) 3.18-3.22 (m, 4H) 3.36 (s, 3H) 4.91 (q, 2.4 Hz, 
2H) 6.58 (td, J=8.4, 1.2 Hz, 1H) 6.63 (dd, J=8.0, 0.8 Hz, 1H) 7.14 (ddd, J=8.0, 7.2, 2.0 Hz, 1H) 
7.80 (dd, J=7.6, 2.0 Hz, 1H) 

MS mle (ESI) 422(MH + ) 

15 

Example 126 

3- r7-(2-ButvnylM-methyl-6-oxo-8-(piperazin-l^^ 
c acid trifluoroacetate 

7 mg of t-butyl 

20 4-[7-(2-butynyl)-2-chloro-l-methyl-6-oxo-6,7-dihydro-lH-purin-8-yl]piperazine- 1-carboxylate 
was dissolved in 0.15 ml of l-methyl-2-pyrrolidone, and then 20 jal of 3-mercaptopropionic acid 
and 6 mg of potassium carbonate were added thereto. The mixture was stirred at room 
temperature for five hours. A saturated ammonium chloride solution was added to the reaction 
solution, and the mixture was extracted with ethyl acetate. The organic layer was concentrated, 

25 and the residue was dissolved in 0.40 ml of trifluoroacetic acid. The solution was concentrated 
by flushing with nitrogen gas. The residue was purified by reverse-phase high performance 
liquid chromatography (using an acetonitrile-water mobile phase (containing 0.1% 
trifluoroacetic acid)) to give 4.60 mg of the title compound. 
MS mle (ESI) 391(MH + -CF 3 COOH) 

30 

Example 129 

7-(2-Butvnvl)- 1 -methvl-8-(piperazin- 1 -vl)-2-propvlsulfanyl- 1 ,7-dihydropurin-6-one 
trifluoroacetate 

4.61 mg of the title compound was obtained by using propane- 1 -thiol, instead of 
35 3-mercaptopropionic acid, by the same method as used in Example 126. 
MS mle (ESI) 361(MH + -CF 3 COOH) 
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Example 142 

7-(2-Butvnvn-l-methvl-8-(piperazin-l-vl)-2-(thiazol-2-vlsulfanyl)-l J-dihydropurin-6-one 
trifluoroacetate 

5 3.86 mg of the title compound was obtained by using thiazole-2-thiol, instead of 

3-mercaptopropionic acid, by the same method as used in Example 126. 
MS mle (ESI) 402(MH + -CF 3 COOH) 

Example 146 

10 7-( 2-ButvnvD- 1 -methvl-8-(piperazin- 1 - vD-2-r 1 -(thiophen-2- vnethvlsulfanyll- 1 ,7-dihvdropurin-6 
-one trifluoroacetate 

0.51 mg of the title compound was obtained by using 1 -(thiophen-2-yl)ethanethiol, instead 
of 3-mercaptopropionic acid, by the same method as used in Example 126. 
MS mle (ESI) 429(MH + -CF 3 COOH) 

15 

Example 147 

7-(2-ButvnvH- 1 -methvl-2-( 1 -methyl- 1 H-imidazol-2- ylsulfanyl)-8-( piperazin- 1 -vP- 1 ,7-dihydrop 
urin-6-one trifluoroacetate 

5 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-l-methyl-6-oxo-6,7- 

20 dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate was dissolved in 0. 1 5 ml of 

l-methyl-2-pyrrolidone, and then 10 mg of 1 -methyl- lH-imidazole-2-thiol and 8 mg of 
potassium carbonate were added thereto. The mixture was stirred at room temperature for five 
hours. A saturated ammonium chloride solution was added to the reaction solution, and the 
mixture was extracted with ethyl acetate. The organic layer was concentrated, and the residue 

25 was dissolved in 0.40 ml of trifluoroacetic acid. The solution was concentrated by flushing 
with nitrogen gas. The residue was purified by reverse-phase high performance liquid 
chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
acid)) to give 3.75 mg of the title compound. 
MS mle (ESI) 399(MH + -CF 3 COOH) 

30 

Example 159 

7-(2-Butvnvl V 1 -methvl-2-(4-methvlthiazol-2- vlsulfanvlV8-( piperazin- 1 -vD- 1 ,7-dihvdropurin-6- 
one trifluoroacetate 

4.01 mg of the title compound was obtained by using 4-methylthiazol-2-thiol, instead of 
35 1 -methyl- 1 H-imidazole-2-thiol, by the same method as used in Example 147. 
MS mle (ESI) 416(MH + -CF 3 COOH) 
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Example 229 

7-(2-ButvnvlV 1 -f2-cvanobenzvl V6-oxo-8-(piperazin- 1 -vn-6,7-dihvdro- 1 H-purine-2-carbonitrile 
hydrochloride 
5 (a) t-Butvl 

4-r7-(2-butynvl)-2-cvano-l -(2-cvanobenzyl)-6-oxo-6.7-dihvdro-l H-purin-8-yllpiperazine-l -carb 
oxylate 

A mixture consisting of 8 mg of t-butyl 
4-[7-(2-butynyl)-2-chloro-l -(2-cyanobenzyl)-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -car 

10 boxylate obtained in Example 96(a), 10 mg of sodium cyanide and 0.3 ml of 

N,N-dimethylformamide was stirred at room temperature for 4 hours. The reaction mixture 
was extracted with ethyl acetate- water, and the organic layer was washed with water and then 
with saturated brine. The organic layer was concentrated. The residue was purified by thin 
layer chromatography (50% ethyl acetate/hexane) to give 6.1 mg of the title compound. 

15 l H-NMR(CDCl 3 ) 

5 1.50 (s, 9H) 1.83 (s, 3H) 3.50 (s, 4H) 3.58-3.64 (m, 4H) 4.99 (s, 2H) 5.74 (s, 2H) 7.02 (d, 
J=8 Hz, 1H) 7.44 (t, J=8 Hz, 1H) 7.55 (t, J=8 Hz, 1H) 7.74 (d, J=8 Hz, 1H) 
OH 

7-(2-ButvnvlV 1 -(2-cvanobenzvn-6-oxo-8-(piperazin- 1 -ylV 6,7-dihvdro- 1 H-purine-2-carbonitrile 
20 hydrochloride 

A mixture consisting of 6. 1 mg of t-butyl 
4-[7-(2-butynyl)-2-cyano- 1 -(2-cyanobenzyl)-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperazine- 1 -carb 
oxylate and 0.2 ml of trifluoroacetic acid was stirred at room temperature for 20 minutes. The 
reaction solution was concentrated, and the residue was purified by reverse-phase column 
25 chromatography using a 20% to 60% methanol/water (0. 1 % concentrated hydrochloric acid) 
solvent to give 5.0 mg of the title compound. 
1 H-NMR(DMSO-d6) 

5 1.80 (s, 3H) 3.30 (s, 4H) 3.60-3.70 (m, 4H) 5.09 (s, 2H) 5.60 (s, 2H) 7.27 (d, J=8 Hz, 1H) 
7.54 (t, J=8 Hz, 1H) 7.68 (t, J=8 Hz, 1H) 7.94 (d, J=8 Hz, 1H) 9.36 (br.s, 2H) 

30 

Example 230 

3 -r7-(2-Butvnvl V 1 -(2-cvanobenzvl V6-oxo-8-(piperazin- 1 - vl)-6,7-dihvdro- 1 H-purin-2- vloxvlpyr 
idine-2-carboxvlic amide trifluoroacetate 

7 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-l-(2-cyanobenzyl)-6-oxo-6,7 
3 5 -dihydro- 1 H-purin-8-yl]piperazine- 1 -carboxylate was dissolved in 0.2 ml of 

l-methyl-2-pyrrolidone, and then 8 mg of 3-hydroxypyridine-2-carboxylic amide and 8 mg of 



120 



potassium carbonate were added thereto. The mixture was stirred at 100°C for 2 hours. IN 
hydrochloric acid was added to the reaction mixture, and the mixture was extracted with ethyl 
acetate. The organic layer was concentrated, and the residue was dissolved in trifluoroacetic 
acid. The solution was concentrated, and the residue was purified by reverse-phase high 
5 performance liquid chromatography (using an acetonitrile-water mobile phase (containing 0. 1 % 
trifluoroacetic acid)) to give 2.93 mg of the title compound. 
MS mle (ESI) 524(MH + -CF 3 COOH) 

Example 234 

10 2-r7-(2-ButvnvO- 1 -(2-cyanobenz yl)-6-oxo-8-( piperazin- 1 - vl)-6«7-dihydro- 1 H-purin-2- vloxvlben 
zamide trifluoroacetate 

3.74 mg of the title compound was obtained by using salicylamide, instead of 
3-hydroxypyridine-2-carboxylic amide, according to the method described in Example 230. 

MS mle (ESI) 523(MH + -CF 3 COOH) 

15 

Example 235 

2-r7-(2-Butvnyl)-l-(4-cvanobenz^ 
zamide trifluoroacetate 
(a) t-Butvl 

20 4-r7-(2-Butvnvr)-2-chloro- 1 -( 4-cvanobenzylV6-oxo-6,7-dihvdro- 1 H-purin-8-vllpiperazine- 1 -car 
boxylate 

100 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-6-oxo-6,7-dihydro-lH- 
purin-8-yl]piperazine-l-carboxylate was dissolved in 1.2 ml of N,N-dimethylformamide, and 
then 97 mg of 4-cyanobenzyl bromide and 68 mg of potassium carbonate were added thereto. 
25 The mixture was stirred at room temperature for 4 hours. A saturated aqueous ammonium 
chloride solution was added to the reaction mixture, and the mixture was extracted with ethyl 
acetate. The organic layer was concentrated, and the residue was purified by silica gel 
chromatography to give 71 mg of the title compound. 

■h-nmr^cdcb) 

30 5 1.49 (s, 9H) 1.84 (t, J=2.5 Hz, 3H) 3.43-3.47 (m, 4H) 3.59-3.63 (m, 4H) 4.94 (q, 2.5 Hz, 

2H) 5.53 (s, 2H) 7.42 (d, J=8.0 Hz, 2H) 7.62 (d, J=8.0 Hz, 2H) 
£bl 

2-r7-(2-ButvnvlVl-(4-cvanobenzylV6-oxo-8-(piperazin-l-vn-6,7-dihvdro-lH-purin-2-vloxvlben 
zamide trifluoroacetate 
35 12 mg of t-butyl 4-[7-(2-butynyl)-2-chloro- 1 -(4-cyanobenzyl)-6-oxo-6,7 

-dihydro-lH-purin-8-yl]piperazine-l-carboxylate was dissolved in 0.3 ml of 
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1- methyl-2-pyrrolidone, and then 10 mg of salicylamide and 10 mg of potassium carbonate 
were added thereto. The mixture was stirred at 1 00°C for 12 hours. IN hydrochloric acid was 
added to the reaction solution, and the mixture was extracted with ethyl acetate. The organic 
layer was concentrated, and the residue was dissolved in trifluoroacetic acid. The solution was 

5 concentrated, and the residue was purified by reverse-phase high performance liquid 

chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
acid)) to give 6.69 mg of the title compound. 
MS rule (ESI) 523(MH 4 -CF 3 COOH) 

10 Example 238 

2- r7-(2-Butvnyl)-l-(3-cyanobenzvl)-^ 
zamide trifluoroacetate 

(a) t-Butvl 

4-f7-(2-but\givD-2-chloro-l-(3- 
15 boxvlate 

100 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-6-oxo-6,7-dihydro-lH- 
purin-8-yl]piperazine-l-carboxylate was dissolved in 1.2 ml of N,N-dimethylformamide, and 
then 97 mg of 3-cyanobenzyl bromide and 68 mg of potassium carbonate were added thereto. 
The mixture was stirred at room temperature for 12 hours. Then, a saturated ammonium 
20 chloride solution was added to the reaction solution, and the mixture was extracted with ethyl 
acetate. The organic layer was concentrated, and the residue was purified by silica gel 
chromatography to give 71 mg of the title compound. 
l H-NMR(CDC13) 

5 1.49 (s, 9H) 1.84 (t, J=2.5 Hz, 3H) 3.43-3.47 (m, 4H) 3.59-3.63 (m, 4H) 4.94 (q, 2.5 Hz, 
25 2H) 5.53 (s, 2H) 7.42 (d, J=8.0 Hz, 2H) 7.62 (d, J=8.0 Hz, 2H) 

2-r7-(2-Butvnyl)- 1 -(3 -cvanobenzvQ-6-oxo-8-(piperazin- 1 - ylV 6,7-dihydro- 1 H-purin-2- vloxvlben 
zamide trifluoroacetate 

12 mg of t-butyl 4-[7-(2-butynyl)-2-chloro-l-(3-cyanobenzyl)-6-oxo- 

30 6,7-dihydro-lH-purin-8-yl]piperazine-l-carboxylate was dissolved in 0.3 ml of 

1 -methyl-2-pyrrolidone, and then 10 mg of salicylamide and 10 mg of potassium carbonate were 
added thereto. The mixture was stirred at 100°C for five hours. IN hydrochloric acid was 
added to the reaction solution, and the mixture was extracted with ethyl acetate. The organic 
layer was concentrated, and the residue was dissolved in trifluoroacetic acid. The solution was 

35 concentrated, and the residue was purified by reverse-phase high performance liquid 

chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
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acid)) to give 8.76 mg of the title compound. 
MS m/e (ESI) 523(MH + -CF 3 COOH) 

Example 242 
5 8 -(3 -amino 

piperidin- 1 -ylV7-(2-butynvO- 1 A 2-cyanobenzyl)-6-oxo-6,7-dihydro- 1 H-purine-2-carbonitrile 
hydrochloride 

(a) Benzyl 3-t-butoxvcarbonylaminopiperidine-l-carboxylate 

88 g of benzyl chloroformate (30% toluene solution) was added dropwise to a mixture 

10 consisting of 24.3 g of ethyl piperidine-3-carboxylate, 26 ml of triethylamine and 300 ml of ethyl 
acetate over 30 minutes while the mixture was being cooled with ice. The reaction mixture was 
filtered to remove insoluble material. The filtrate was again filtered through a small amount of 
silica gel. The filtrate was concentrated. 

200 ml of ethanol and 40 ml of a 5 M aqueous sodium hydroxide solution were added to 

1 5 the residue. The mixture was stirred at room temperature overnight. The reaction solution 
was concentrated, and 200 ml of water was added to the residue. The mixture was extracted 
with t-butyl methyl ether. 5 M aqueous hydrochloric acid was added to the aqueous layer, and 
the mixture was extracted with ethyl acetate. The organic layer was washed with water and 
then with saturated brine. The organic layer was dried over anhydrous magnesium sulfate, and 

20 then concentrated to give an oily residue (30.9 g). 

A mixture consisting of 30 g of this residue, 24.5 ml of diphenyl phosphoryl azide, 15.9 ml 
of triethylamine and 250 ml of t-butanol was stirred at room temperature for 1 .5 hours. The 
mixture was further stirred in an oil bath at 100°C for 20 hours. The reaction solution was 
concentrated, and the residue was extracted with ethyl acetate-water. The organic layer was 

25 washed with dilute aqueous sodium bicarbonate solution and then with saturated brine. The 

organic layer was dried over anhydrous magnesium sulfate, and then concentrated. The residue 
was purified by silica gel column chromatography using 10% to 20% ethyl acetate/hexane, 
followed by recrystallization from ethyl acetate-hexane to give 21.4 g of the title compound. 
1 H-NMR(CDCl3) 

30 8 1.43 (s, 9H) 1.48-1.92 (m, 4H) 3.20-3.80 (m, 5H) 4.58 (br.s, 1H) 5.13 (s, 2H) 

7.26-7.40(m, 5H) 

(b) t-Butvl piperidin-3-yl carbamate 

A mixture consisting of 10 g of benzyl 3-t-butoxycarbonylaminopiperidine-l-carboxylate, 
500 mg of 10% palladium carbon and 100 ml of ethanol was stirred at room temperature under a 
35 hydrogen atmosphere overnight. The catalyst was removed by filtration. The filtrate was 
concentrated and dried to give 6.0 g of the title compound. 
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1 H-NMR(CDCl3) 

5 1.44 (s, 9H) 1.47-1.80 (m, 4H) 2.45-2.60 (m, 1H) 2.60-2.75 (m, 1H) 2.75-2.90 (m, 1H) 
3.05 (dd, J=3 Hz, 12 Hz, 1H) 3.57 (br.s, 1H) 4.83 (br.s, 1H) 

(c) t-Butvl ri-r7-(2-butvnvn-2,6-dichloro-7H-purin-8-yl1piperidin-3-vl1carbamate 
5 A mixture consisting of 1 .25 g of 7-(2-butynyl)-2,6,8-trichloro-7H-purine, 1 .0 g of t-butyl 

piperidin-3-ylcarbamate and 10 ml of acetonitrile was stirred at room temperature for 10 minutes. 
0.63 ml of triethylamine was added dropwise over 10 minutes, and then the mixture was 
continuously stirred at room temperature for 30 minutes. The reaction solution was partitioned 
between ethyl acetate and water, and the organic layer was washed with saturated brine. The 
1 0 organic layer was dried over anhydrous magnesium sulfate, and then concentrated. The residue 
was crystallized with t-butyl methyl ether-hexane to give 1.79 g of the title compound. 
'H-NMRCCDCls) 

8 1.43 (s, 9H) 1.60-2.02 (m, 4H) 1.83 (t, J=2 Hz, 3H) 3.32-3.41 (m, 1H) 3.42-3.52 (m, 1H) 
3.67-3.76 (m, 1H) 3.80-3.91 (m, 1H) 4.76-4.90 (m, 3H) 
15 (d) t-Butvl 

ri-r7-(2-butvnvl)-2-chloro-6-oxo-6.7-dihvdro-lH-purin-8-vl]piperidin-3-vl1carbamate 

A mixture consisting of 1 .79 g of t-butyl 
[l-[7-(2-butynyl)-2,6-dichloro-7H-purin-8-yl]piperidin-3-yl]carbamate, 1.0 g of sodium acetate 
and 18 ml of dimethyl sulfoxide was stirred in an oil bath at 120°C for three hours. The 
20 mixture was removed from the oil bath, and 1 8 ml of water was added to the reaction solution. 
The mixture was cooled to room temperature. The crystals were collected by filtration, and 
washed with water and then with t-biityl methyl ether. The crystals were then dried to give 1 .59 
g of the title compound. 

1 H-NMR(DMSO-d6) 

25 8 1.39 (s, 9H) 1.34-1.88 (m, 4H) 1.78 (s, 3H) 2.81 (t, J=ll Hz, 1H) 2.95 (t, J=ll Hz, 1H) 

3.48-3.60 (m, 2H) 3.64 (d, J=6 Hz, 1H) 4.90 (s, 2H) 6.94 (d, J=8 Hz, 1H) 
(e) t-Butvl 

ri-r7-(2-butwylV2-chloro-l-(2-cyanobenzvl)-6-oxo-6J-dihvdro-lH-purin-8-vl1piperidin-3-vl1c 
arbamate 

30 A mixture consisting of 1 00 mg of t-butyl 

[l-[7-(2-butynyl)-2-chloro-6-oxo-6,7-dihydro-lH-purin-8-yl]piperidin-3-yl]carbamate, 66 mg of 
anhydrous potassium carbonate, 70 mg of 2-cyanobenzyl bromide and 1 ml of 
N,N-dimethylformamide was stirred at room temperature for five hours. The reaction solution 
was partitioned between ethyl acetate and water, and the organic layer was washed with water 

35 and then with saturated brine. The organic layer was dried over anhydrous magnesium sulfate, 
and then concentrated. The residue was purified by silica gel column chromatography using 
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50% ethyl acetate/hexane to give 44.7 mg of the title compound. 
'H-NMRCCDCls) 

8 1.44 (s, 9H) 1.59-1.81 (m, 2H) 1.83 (t, J=2 Hz, 3H) 1.86-1.94 (m, 2H) 3.20-3.50 (m, 3H) 
3.66 (d, J=7 Hz, 1H) 3.86 (br.s, 1H) 4.88-5.06 (m, 3H) 5.72 (s, 2H) 7.06 (d, J=8 Hz, 1H) 7.38 (t, 
5 J=8 Hz, 1H) 7.51 (t, J=8 Hz, 1H) 7.70 (d, J=8 Hz, 1H) 
(f) t-Butvl 

ri-r7-(2-butynvQ-2-cvano-l-(^ 
bamate 

A mixture consisting of 15 mg of t-butyl [l-[7-(2-butynyl)-2-chloro 
10 -l-(2-cyanobenzyl)-6-oxo-6,7-dihydro-lH-purin-8-yl]piperidin-3-yl]carbamate, 20 mg of 

sodium cyanide and 0.2 ml of N,N-dimethylformamide was stirred at room temperature for three 
hours. The reaction solution was partitioned between ethyl acetate and water, and the organic 
layer was washed with water and then with saturated brine. Then, the organic layer was 
concentrated, and the residue was purified by thin layer chromatography using 50% ethyl 
15 acetate/hexane solvent (developed three times) to give 10.3 mg of the title compound. 
l H-NMR(CDCl3) 

8 1.44 (s, 9H) 1.52-1.98 (m, 4H) 1.81 (t, 3=2 Hz 3H) 3.24 (dd, J=7 Hz, 12 Hz, 1H) 
3.30-3.40 (m, 1H) 3.46-3.56 (m, 1H), 3.72 (d, J=12 Hz, 1H) 3.86 (br.s, 1H) 4.86-5.10 (m, 3H) 
5.73 (s, 2H) 7.00 (d, J=8 Hz, 1H) 7.42 (t, J=8 Hz, 1H) 7.54 (dt, J=2 Hz, 8 Hz, 1H) 7.73 (dd, J=2 
20 Hz, 8 Hz, 1H) 
£gl 

8-(3-Aminopiperidin- 1 -v0-7-(2-butynyl)- 1 -(2-cyanobenzvl )-6-oxo-6,7-dihydro- 1 H-purine-2-car 

bonitrile hydrochloride 

A mixture consisting of 10.3 mg of t-butyl 
25 [l-[7-(2-butynyl)-2-cyano-l-(2-cyanobenzyl)-6-oxo-6,7-dihydro-lH-purin-8-yl] 

piperidin-3-yl] carbamate and 0.2 ml of trifluoroacetic acid was stirred for 20 minutes. The 

reaction solution was concentrated, and the residue was purified by reverse-phase column 

chromatography using 20% to 80% methanol/water (0.1% concentrated hydrochloric acid) 

solvent to give 8.0 mg of the title compound. 
30 'H-NMR^DMSO-de) 

8 1.60-1.74 (m, 2H) 1.79 (t, J=2 Hz, 3H) 1.88-2.03 (m, 2H) 3.14-3.28 (m, 2H) 3.42 (br.s, 

1H) 3.52-3.82 (m, 2H) 4.98-5.12 (m, 2H) 5.58 (s, 2H) 7.26 (d, J=8 Hz, 1H) 7.53 (t, J=8 Hz, 1H) 

7.66 (t, J=8 Hz, 1H) 7.93 (d, J=8 Hz, 1H) 8.16 (br.s, 3H) 

35 Example 243 
2-r8-(3-Amino 
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piperidin-l-vl>7-(2-butynvl)-2^ 
hydrochloride 

A mixture consisting of 1 5 mg of t-butyl [l-[7-(2-butynyl) 
-2-chloro-l -(2-cyanobenzyl)-6-oxo-6,7-dihydro-l H-purin-8-yl]piperidin-3-yl]carbamate, 20 mg 
5 of anhydrous potassium carbonate and 0.2 ml of methanol was stirred for three hours. 

Subsequent steps were carried out according to the same procedure as used in Examples 242 (f) 
and (g). Thus, the title compound was synthesized. 
1 H-NMR(DMSO-d6) 

5 1.58-1.72 (m, 2H) 1.84-1.94 (m, 1H) 1.96-2.04 (m, 1H) 3.08-3.20 (m, 2H) 3.36-3.70 (m, 
10 3H) 3.90 (s, 3H) 4.90-5.02 (m, 2H) 5.32 (s, 2H) 7.20 (d, J=8 Hz, 1H) 7.47 (t, J=8 Hz, 1H) 7.63 (t, 
J=8 Hz, 1H) 7.87 (d, J=8 Hz, 1H) 8.12 (br.s, 3H) 

Example 248 

2-r8-(3-Aminopiperidin-l-vl)-7-q-brt 
15 amide trifluoroacetate 
(a)t-Butvl 

T 1 -r7-(2-butvn vl)-2-chloro- 1 -methvl-6-oxo-6,7-dihvdro- 1 H-purin-8-vnpiperidin-3-vl1 carbamate 
700 mg of t-butyl 

[l-[7-(2-butynyl)-2-chloro-6-oxo-6,7-dihydro-lH-purin-8-yl]piperidin-3-yl]carbamate was 
20 dissolved in 7.0 ml of dimethyl sulfoxide, and then 1 14 |ul of methyl iodide and 299 mg of 

potassium carbonate were added thereto. The mixture was stirred at room temperature for 30 
minutes, and 40 ml of water was added to the reaction solution. The mixture was stirred at 
room temperature for 30 minutes, and the white precipitate was collected by filtration. The 
resulting white solid was washed with water and then with hexane to give 540 mg of the title 
25 compound. 

1 H-NMR(CDC13 ) 

8 1.44 (s, 9H) 1.72-1.94 (m, 4H) 1.81 (t, J=2.4 Hz, 3H) 3.16-3.92 (m, 5H) 3.72 (s, 3H) 4.91 
(dd, J= 17.6, 2.4 Hz, 1H) 5.01 (d, J=17.6 Hz, 1H) 

30 2-r8-(3-Aminopiperidin-l-yn-7-(2-but\aivn-l-methvl-6-oxo-6.7-dihvdro-lH-purin-2-vlo 
amide trifluoroacetate 
10 mg of t-butyl 

[ 1 -[7-(2-butynyl)-2-chloro- 1 -methyl-6-oxo-6,7-dihydro- 1 H-purin-8-yl]piperidin-3-yl]carbamate 
was dissolved in 0.3 ml of 1 -methyl-2-pyrrolidone, and then 10 mg of salicylamide and 10 mg of 
35 potassium carbonate were added thereto. The mixture was stirred at 100°C for 2 hours. IN 
hydrochloric acid was added to the reaction solution, and the mixture was extracted with ethyl 
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acetate. The organic layer was concentrated, and the residue was dissolved in trifluoroacetic 
acid. The solution was concentrated, and the residue was purified by reverse-phase high 
performance liquid chromatography (using an acetonitrile-water mobile phase (containing 0.1% 
trifluoroacetic acid)) to give 5.54 mg of the title compound. 
5 MS mle (ESI) 436(MH + -CF 3 COOH) 

Example 258 

3- (2-ButvnvIV 2-(piperazin-l-vn-5-(2-pro^ 
trifluoroacetate 

10 (a) t-Butvl 

4- f 1 -(2-butvnv n-7-oxo-6.7-dihvdro- 1 H-imidazoF4,5-dlpvridazin-2- vllpiperazine- 1 -carboxvlate 

0.299 g of triethylamine, 0.023 g of 4-dimethylaminopyridine and 0.645 g of di-t-butyl 
dicarbonate were added to 20 ml of an N,N-dimethylformamide solution of 0.448 g of 
3-(2-butynyl)-2-(piperazin-l -yl)-3,5-dihydroimidazo[4,5-d]pyridazin-4-one trifluoroacetate at 
1 5 room temperature, and the mixture was stirred for five hours. Then, 2 ml of a 5N aqueous 

sodium hydroxide solution was added to this solution, and the mixture was stirred for one hour. 
The reaction solution was poured into a mixture of 200 ml of ethyl acetate and 100 ml of a 
saturated aqueous ammonium chloride solution. The organic layer was washed twice with 100 
ml of water and then with 100 ml of a saturated sodium chloride solution. The organic liquid 
20 was dried over magnesium sulfate, and concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography Thus, 0.298 g of the title compound was 
obtained from the fraction eluted with ethyl acetate. 

! H-NMR(CDC1 3 ) 

5 1.50 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 3.41 (m, 4H) 3.63 (m, 4H) 5.06 (q, J=2.3Hz, 2H) 8.17 
25 (s, lH)9.92(br.s, 1H) 

(b) 3-r2-Butvnvl >2-(piperazin-l^ 
trifluoroacetate 

0.005 g of potassium carbonate and 0.003 ml of 3-bromo-l-propyne were added to 0.5 ml 
of an N,N-dimethylformamide solution of 0.010 g of t-butyl 

30 4-[l-(2-butynyl)-7-oxo-6,7-dihy 

and the mixture was stirred at room temperature for 10 hours. 1 ml of ethyl acetate and 1 ml of 
water were added to the reaction solution, and the layers were separated. The organic layer was 
concentrated, and the resulting residue was dissolved in a mixture consisting of 0.5 ml of 
dichloromethane and 0.5 ml of trifluoroacetic acid. The mixture was stirred for 1 hour, and 

35 then concentrated. The residue was purified by reverse-phase high performance liquid 

chromatography (using an acetonitrile-water mobile phase (containing 0.1% trifluoroacetic 
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acid)) to give 0.01 1 g of the title compound. 
MS m/e (ESI) 3 1 1 .29(MH + -CF 3 COOH) 

Example 266 
5 3-(2-Butvn vn-542-(3-methox^ 
1pyridazin-4-one trifluoroacetate 

The title compound was obtained by using t-butyl 
4-[ 1 -(2-butynyl)-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl]piperazine- 1 -carboxylate 
and 2-bromo-3'-methoxy acetophenone according to the method described in Example 258(b). 
1 0 MS m/e (ESI) 421 .33(MH + -CF 3 COOH) 

Example 267 

243-(2-Butynvl)-4-oxo-2-(pipera^^ 
onitrile trifluoroacetate 

The title compound was obtained by using t-butyl 
4-[ 1 -(2-butynyl)-7-oxo-6,7-dihydro- ^ 

and 2-bromomethylbenzonitrile according to the method described in Example 258(b). 
1 H-NMR(CD 3 OD) 

5 1.81 (t, J=2.5Hz, 3H) 3.45-3.49 (m, 4H) 3.66-3.70 (m, 4H) 5.15 (q, J=2.5Hz, 2H) 5.62 (s, 
2H) 7.34 (dd, J=7.6,1.5Hz, 1H) 7.45 (td, J=7.6,1.5Hz, 1H) 7.59 (td 5 J=7.6,1.7Hz, 1H) 7.75 (dd, 
J=7.6 5 1.7Hz, 1H) 8.25 (s, 1H) 

MS m/e (ESI) 388.32(MH + -CF 3 COOH) 

Example 297 

2- r3-(2-Butvnvn-4-oxo-2-(pi peraz^ 
uorobenzonitrile trifluoroacetate 

The title compound was obtained by using t-butyl 
4-[ 1 -(2-butynyl)-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl]piperazine- 1 -carboxylate 
and 2-bromomethyl-3-fluorobenzonitrile according to the method described in Example 258(b). 
MS m/e (ESI) 406.25(MH + -CF 3 COOH) 

Example 308 

3- Benzvl-2-(p iperazin-l-vl)-3,5-dihydroimidazor4.5-d1pyridazin-4-one trifluoroacetate 
(a) t-Butvl 

35 4-( 1 -benzyl-6-benzvloxvmethvl-7-oxo-6.7-dihvdro- 1 H-imidazor4,5-d1pvridazin-2-vnpiperazine- 
1 -carboxvlate 
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The title compound was obtained by using t-butyl 
4-(6-benzyloxymethyl-7-oxo-6J-dihydro 

ylate and benzyl bromide according to the method described in Example 1 1 6(d). 
'H-NMRCCDCls) 

5 8 1.48 (s, 9H) 3.13-3.18 (m, 4H) 3.50-3.54 (m, 4H) 4.72 (s, 2H) 5.61 (s, 2H) 5.65 (s, 2H) 

7.20-7.35(m, 10H) 8.22 (s, 1H) 

(b) 3-Benzvl-2-(piperazin-l -vn-3,5-dihvdroimidazor4,5-d1pyridazin-4-one trifluoroacetate 

The title compound was obtained by treating t-butyl 
4-(l -benzyl-6-benzyloxymethyl-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl)piperazine- 
1 0 1 -carboxylate according to the method described in Example 117. 
l H-NMR(CD 3 OD) 

8 3.31-3.37 (m, 4H) 3.40-3.46 (m, 4H) 5.68 (s, 2H) 7.22-7.36(m, 5H) 8.25 (s, 1H) 
MS m/e (ESI) 311.24(MH + -CF 3 COOH) 

15 Example 309 

3- Benzyl-5-methyl-2-(piperazin- 1 -yl)-3,5-dihydroimidazor4.5-d]pvridazin-4-one trifluoroacetate 

(a) t-Butvl 

4- (l-benzvl-7-oxo-6.7-dihvdro-lH-imidazor4,5-dlpvridazin-2-yl > )piperazine-l -carboxylate 

The title compound was obtained by using 3-benzyl-2-(piperazin-l-yl)-3,5-dihydroimidazo 
20 [4,5-d] pyridazin-4-one trifluoroacetate according to the method described in Example 258(a). 
1 H-NMR(CDC1 3 ) 

8 1.47 (s, 9H) 3.12-3.16 (m, 4H) 3.47-3.52 (m, 4H) 5.58 (s, 2H) 7.20-7.34(m, 5H) 8.20 (s, 
1H) 10.04 (br.s, 1H) 

(b) 3-Benzyl-5-methyl-2-(piperazin-l-yl)-3,5-dihydroimidazor4,5-d1pyridazin-4-one 
25 trifluoroacetate 

The title compound was obtained by using t-butyl 
4-(l-benzyl-7-oxo-6,7-dihydro-lH-imidazo[4,5-d]pyridazin-2-yl)piperazine-l -carboxylate and 
methyl iodide according to the method described in Example 258(b). 

1 H-NMR(CD 3 OD) 

30 8 3.29-3.35 (m, 4H) 3.36-3.41 (m, 4H) 3.83 (s, 3H) 5.68 (s, 2H) 7.21-7.34(m, 5H) 8.20 (s, 

1H) 

MS m/e (ESI) 325.01 (MH + -CF 3 COOH) 
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Example 311 

3-Benzyl-5-(2-phenylethyl>2-(piperazi 
trifluoroacetate 
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The title compound was obtained by using t-butyl 
4-[ 1 -benzyl-7-oxo-6,7-dihydro- 1 H-imidazo[4,5-d]pyridazin-2-yl] piperazine- 1 -carboxylate and 
(2-bromoethyl)benzene according to the method described in Example 258(b). 

'H-NMRCCDCls) 

5 3.11 (t, J=8.1Hz,2H) 3.24-3.29 (m, 4H) 3.37-3.42 (m, 4H) 4.46 (t 5 J=8.1Hz,2H) 5.58 (s, 
2H) 7.09-7.34 (m, 10H) 8.20 (s, 1H) 

MS mle (ESI) 415.54(MH + -CF 3 COOH) 

Example 332 

1 -(2-ButvnyQ-6-methvl-7-oxo-2-(piperazin- 1 -vlV6.7-dihvdroimidazo [4,5-dl 
pyridazine-4-carboxamide trifluoroacetate 

(a) t-Butvl 

4-f 1 -(2-butvnvl)-4-(cvano-hvdroxymethyl > )-5-methoxYcarbonvl- 1 H-imidazol-2-vl]piperazine- 1 -c 
arboxvlate 

0.200 g of sodium cyanide and 0.010 ml of acetic acid were added to a 15 ml acetonitrile 
solution of t-butyl 

4-[ 1 -(2-butynyl)-5-methoxycarbonyl-4-formyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate, and 
the mixture was stirred at room temperature for 16 hours. 100 ml of ethyl acetate was added to 
the solution, and the mixture was washed twice with 50 ml of water and then with 50 ml of a 
saturated sodium chloride solution. The organic layer was dried over magnesium sulfate, and 
the solvent was concentrated under reduced pressure. The residue was purified by silica gel 
column chromatography. Thus, 0.274 g of the title compound was obtained from the fraction 
eluted with ethyl acetate-hexane (2:3). 
! H-NMR(CDC1 3 ) 

5 1.49 (s, 9H) 1.83 (t, J=2.5Hz, 3H) 3.19-3.23 (m, 4H) 3.56-3.60 (m, 4H) 3.95 (s, 3H) 4.68 
(d, J=9.0Hz, 1H) 4.82 (q, J=2.5Hz, 2H) 5.72 (d, J=9.0Hz, 1H) 

(b) t-Butvl 

4-ri-(2-but\aivl)-4-(carbamovl-hydroxvmethyl)-5-methoxvcarbonvl-lH-imidazol-2-yl1pipera^ 
e-1 -carboxylate 

3.2 ml of 30% aqueous hydrogen peroxide and 3.2 ml of 28% aqueous ammonia solution 
were added to an 8 ml methanol solution of 0.274 g of t-butyl 

4-[ 1 -(2-butynyl)-4-(cyano-hydroxymethyl)-5-methoxycarbonyl-l H-imidazol-2-yl]piperazine-l-c 
arboxylate at 5°C, and the mixture was stirred for 15 hours. 100 ml of a saturated sodium 
hydrogen sulfite solution was added to the solution, and the mixture was extracted twice with 
1 00 ml of ethyl acetate. The organic layers were combined together. The conbined organic 
layers were dried over magnesium sulfate, and concentrated under reduced pressure. The 
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residue was purified by silica gel column chromatography. Thus, 0.039 g of the title compound 
was obtained from the fraction eluted with methanol-ethyl acetate (1 :9). 
'H-NMRCCDCls) 

8 1.48 (s, 9H) 1.83 (t, J=2.5Hz, 3H) 3.13-3.25 (m, 4H) 3.54-3.57 (m, 4H) 3.91 (s, 3H) 
5 4.33-4.37 (br.s, 1H) 4.77 (q, J=2.5Hz, 2H) 5.54 (s, 1H) 5.63 (s, 1H) 6.82 (s, 1H) 

(c) t-Butvl 

4-r4-aminooxalvl- 1 -(2-butynyl)-5-methoxycarbonyl- 1 H-imidazol-2-vnpiperazine- 1 -carboxylate 
0.051 ml of triethylamine and a 1 ml dimethyl sulfoxide solution of 0.058 g of sulfur trioxide 
pyridine were added to a 2 ml dichloromethane solution of 0.038 g of t-butyl 

10 4-[ 1 -(2-butynyl)-4-(carbamoyl-hydroxymethyl)-5-methoxycarbonyl- 1 H-imidazol-2-yl]piperazin 
e-1 -carboxylate at 0°C, and the mixture was stirred at room temperature for 15 hours. Then, 
0.102 ml of triethylamine and a 1 ml dimethyl sulfoxide solution of 0.1 16 g of sulfur trioxide 
pyridine were added, and the mixture was stirred at room temperature for 8 hours. 50 ml of 
ethyl acetate was added to the solution, and the organic layer was washed successively with 20 

15 ml of an aqueous solution of 1% sulfuric acid, 20 ml of a saturated sodium bicarbonate solution, 
and 20 ml of a saturated sodium chloride solution. The organic layer was dried over 
magnesium sulfate, and concentrated under reduced pressure. The residue was purified by 
silica gel column chromatography. Thus, 0.021 g of the title compound was obtained from the 
fraction eluted with ethyl acetate-hexane (2:1). 

20 ^-NMRCCDCls) 

5 1.48 (s, 9H) 1.82 (t, J=2.5Hz, 3H) 3.19-3.23 (m, 4H) 3.56-3.59 (m, 4H) 3.84 (s, 3H) 4.84 
(q, J=2.5Hz, 2H) 5.62 (br.s, 1H) 7.02 (br.s, 1H) 

(d) t-Butvl 

4-f 1 -(2-butynyl)-4-carbamoyl-6-methvl-7-oxo-6,7-dihvdro- 1 H-dihvdroimidazor4,5-d1pyridazin- 
25 2-yllpiperazine-l -carboxylate 

The title compound was obtained by using t-butyl 
4-[4-aminooxalyl- 1 -(2-butynyl)-5-methoxycarbonyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate 
according to the method described in Example 1 1 5(h). 

'H-NMR^CDCls) 

30 5 1.50 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 3.46-3.50 (m, 4H) 3.63-3.66 (m, 4H) 3.99 (s, 3H) 5.12 

(q, J=2.3Hz, 2H) 6.16 (s, 1H) 8.85 (s, 1H) 

l-(2-Butynvl)-6-methvl-7-oxo-2-(piperazm^ 
amide trifluoroaceate 
35 The title compound was obtained by using t-butyl 

4-[ 1 -(2-butynyl)-4-carbamoyl-6-methyl-7-oxo-6,7-dihydro- 1 H-dihydroimidazo[4,5-d]pyridazin- 
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2-yl]piperazine-l-carboxylate according to the method described in Example 115(i). 
MS mle (ESI) 330.18(MH + -CF 3 COOH) 

Example 338 

5 3-(2-Butvnvn-2-(piperazin-l-vl)-3,5-dihvdroimidazor4,5-clpvridin-4-one trifluoroacetate 

(a) 2-bromo-l-(2-butvnvl)-lH-imidazole-4,5-dicarbonitrile 

69.8 g of potassium carbonate and 50 ml N,N-dimethylformamide solution of 74 ml of 
1 -bromo-2-butyne were added to a 520 ml N,N-dimethylformamide solution of 90.6 g of 
2-bromo-lH-imidazole-4,5-dicarbonitrile [CAS No 50847-09-1], and the mixture was heated at 

10 50°C for 8 hours. 1 L of ethyl acetate and 500 ml of water were added to the solution, and the 
organic layer was washed twice with 500 ml of water and then with 500 ml of a saturated sodium 
chloride solution. The organic layer was dried over magnesium sulfate, and concentrated under 
reduced pressure. The residue was purified by silica gel column chromatography. Thus, 48.0 
g of the title compound was obtained from the fraction eluted with ethyl acetate-hexane (1 :4). 

15 'H-NMR^CDCls) 

8 1.87 (t, J=2.3Hz, 3H) 4.85 (q, J=2.3Hz, 2H) 

(b) Ethyl 2-bromo-l-(2-butYnvl)-5-cvano-lH-imidazole-4-carboxvlate 

25 ml of concentrated sulfuric acid was added to a 500 ml ethanol solution of 48.0 g of 
2-bromo-l-(2-butynyl)-lH-imidazole-4,5-dicarbonitrile, and the mixture was heated under reflux 

20 for 1 10 hours. The reaction solution was cooled to room temperature, and then concentrated 
under reduced pressure. The residue was dissolved in a mixture consisting of 500 ml of ethyl 
acetate and 500 ml of water, and the pH of the solution was adjusted to 8 using potassium 
hydroxide. The aqueous layer was extracted with 500 ml of ethyl acetate, and the organic 
layers were combined together. The organic layer was dried over magnesium sulfate, and 

25 concentrated under reduced pressure. The residue was purified by silica gel column 

chromatography. Thus, 21 .7 g of the title compound was obtained from the fraction eluted with 
ethyl acetate-hexane (1:3). 
^-NMRXCDCls) 

5 1.43 (t, J=7.0Hz, 3H) 1.87 (t, J=2.3Hz, 3H) 4.46 (q, J=7.0Hz, 2H) 4.85 (q, J=2.3Hz, 2H) 
30 (c) t-Butvl 4-ri-(2-butynvn-5-cyano-4-ethoxvcarbonyl-lH-imidazol-2-vl] 
piperazine- 1 -carboxvlate 

25.1 g of the title compound was obtained by using 21.7 g of ethyl 
2-bromo-l-(2-butynyl)-5-cyano-lH-imidazole-4-carboxylate according to the method described 
in Example 115(b). 
35 'H-NMRXCDCls) 

8 1.43 (t, J=7.0Hz, 3H) 1.49 (s, 9H) 1.87 (t, J=2.3Hz, 3H) 3.22-3.26 (m, 4H) 3.56-3.61 (m, 
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4H) 4.44 (q, J=7.0Hz, 2H) 4.68 (q, J=2.3Hz, 2H) 

(d) t-Butvl 4-ri-(2-butvnvl)-4-carboxy-5-cvano-lH-imidazol-2-yl1 piperazine-l-carboxvlate 

1 6 ml of a 5N aqueous sodium hydroxide solution was added to a 500 ml ethanol solution 
of 25.1 g of t-butyl 

5 4-[ 1 -(2-butynyl)-5-cyano-4«ethoxycarbonyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate, and the 
mixture was stirred at room temperature for two hours. Then, the solvent was concentrated 
under reduced pressure. The residue was dissolved in a mixture consisting of 1 L of ethyl 
acetate and 500 ml of water. 50 ml of 2N hydrochloric acid was added to the solution. The 
organic layer was washed with 200 ml of a saturated sodium chloride solution, and dried over 
10 magnesium sulfate. Th$ organic liquid was concentrated under reduced pressure to give 23.2 g 
of the title compound. 
^-NMRCCDCls) 

8 1.49 (s, 9H) 1.87 (t 5 J=2.3Hz, 3H) 3.22-3.26 (m, 4H) 3.56-3.61 (m, 4H) 4.68 (q, J=2.3Hz, 

2H) 

15 (e) t-Butvl 4-f 1 -(2-butynvl V 5-cyano-4-hydroxymethyl- 1 H-imidazol-2-vl] 
piperazine- 1 -carboxylate 

6.9 g of triethylamine and then 100 ml tetrahydrofuran solution of 10.19 g of isobutyl 
chloroformate were added dropwise to 600 ml of tetrahydrofuran containing 22.9 g of t-butyl 
4-[l-(2-butynyl)-4-carboxy-5-cyano-lH-imidazol-2-yl] piperazine- 1 -carboxylate at -10°C. 

20 After the precipitate had been removed by filtration, the solution was again cooled to -1 0°C. A 
100 ml aqueous solution of 9.45 g of sodium borohydride was added dropwise to the solution. 
After one hour, 500 ml of ethyl acetate and 500 ml of water were added to the solution. The pH 
of the solution was adjusted to 5 using 1 N hydrochloric acid, and then adjusted to 10 using a 
saturated sodium bicarbonate solution. The organic layer was washed successively with 500 ml 

25 of water and 500 ml of a saturated sodium chloride solution. The organic layer was dried over 
magnesium sulfate, and concentrated under reduced pressure. The residue was purified by 
silica gel column chromatography. Thus, 19.1 g of the title compound was obtained from the 
fraction eluted with ethyl acetate-hexane (4:1). 
'H-NMRXCDCls) 

30 5 1.48 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 2.26 (t, J=6.3Hz, 1H) 3.13-3.17 (m, 4H) 3.53-3.57 (m, 

4H) 4.58 (q, J=2.3Hz, 2H) 4.64 (d, J=6.3Hz, 2H) 

(f) t-Butvl 4-f 1 -(2-butvnyl)-5-cvano-4-formyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate 

3.28 g of manganese dioxide was added to a 5 ml dichloromethane solution of 1.35 g of 
t-butyl 4-[ 1 -(2-butynyl)-5-cyano-4-hydroxymethyl- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate. 
35 The reaction solution was stirred at room temperature for 15 hours, then stirred and heated under 
reflux for five hours. The solution was filtered, and then concentrated under reduced pressure. 
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The residue was purified by silica gel column chromatography. Thus, 1 . 1 1 g of the title 
compound was obtained from the fraction eluted with ethyl acetate-hexane (2:3). 
'H-NMRCCDCls) 

6 1.50 (s, 9H) 1.88 (t, J=2.3Hz, 3H) 3.24-3.28 (m, 4H) 3.59-3.63 (m, 4H) 4.70 (q, J=2.3Hz, 
5 2H)9.87(s 3 1H) 

(g) t-Butvl 

4-f 1 -(2-butvnyO-5-cvano-4-(2-ethoxvcarbonylvinyQ- 1 H-imidazol-2-vllpiperazine- 1 -carboxylate 
0.038 g of sodium hydride was added to a 5 ml tetrahydrofuran solution of 0.243 g of ethyl 
diethylphosphonoacetate at 5°C under a nitrogen atmosphere. 0.310 g of t-butyl 

10 4-[ 1 -(2-butynyl)-5-cyano-4-formyl- 1 H-imidazol-2-yl] piperazine- 1 -carboxylate dissolved in 5 
ml of tetrahydrofuran was added, and the mixture was stirred for 30 minutes. 50 ml of ethyl 
acetate and 25 ml of 0. IN sodium hydroxide were added to the solution. The organic layer was 
dried over magnesium sulfate, and concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography. Thus, 0.380 g of the title compound was 

15 obtained from the fraction eluted with ethyl acetate-hexane(3:7). 
1 H-NMR(CDCl3) 

5 1.33 (t, J=7.4Hz, 3H) 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.19-3.23 (m, 4H) 3.55-3.59 (m, 
4H) 4.25 (q, J=7.4Hz, 2H) 4.59 (q, J=2.3Hz, 2H) 6.70 (d, J=15.8Hz, 1H) 7.50 (d, J=15.8Hz, 1H) 

( h) t-Butvl 

20 4-F 1 -(2-butynvl)-5-cyano-4-(2-carbox winvD- 1 H-imidazol-2-yllpiperazine- 1 -carboxylate 
The title compound was obtained by using t-butyl 
4-[l-(2-butynyl)-5-cyano-4-(2-ethoxycarbonylvinyl)-lH-imidazol-2-yl]piperazine-l -carboxylate 
according to the method described in Example 338(d). 
'H-NMR^CDCb) 

25 5 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.19-3.23 (m, 4H) 3.55-3.59 (m, 4H) 4.59 (q, J=2.3Hz, 

2H) 6.70 (d, J=15.8Hz, 1H) 7.50 (d, J=15.8Hz, 1H) 

(i) t-Butvl 4-f 1 -(2-butvnvl)-5-cvano-4-(2-azidecarbonyl vinyl)- 1 H-imidazol-2-vl] 
piperazine- 1 -carboxylate 

A mixture consisting of 0.200 g of t-butyl 

30 4-[ 1 -(2-butynyl)-5-cyano-4-(2-carboxyvinyl)- 1 H-imidazol-2-yl]piperazine- 1 -carboxylate, 0.073 
ml of triethylamine, and a 2 ml t-butanol solution of 0.108 ml of diphenylphosphoryl azide was 
heated at 50°C under a nitrogen atmosphere for 4 hours. 50 ml of ethyl acetate was added to 
the solution, and the mixture was washed with 20 ml of water. The organic layer was dried 
over magnesium sulfate, and concentrated under reduced pressure. The residue was purified by 

35 silica gel column chromatography. Thus, 0. 1 78 g of the title compound was obtained from the 
fraction eluted with ethyl acetate-hexane (2:3). 
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1 H-NMR(CDCl3) 

5 1.48 (s, 9H) 1.86 (t, J=2.2Hz, 3H) 3.19-3.23 (m, 4H) 3.55-3.59 (m, 4H) 4.59 (q, J=2.2Hz, 
2H) 6.67 (d, J=15.4Hz, 1H) 7.56 (d, J=15.4Hz, 1H) 

(i) t-Butvl 4-[4-(2-t-butoxvcarbonvlaminovinyl)-l-(2-butvnvn-5-cvano-lH-imidazol-2-vll 
5 piperazine- 1 -carbox vlate 

A 10 ml t-butanol solution of 0.178 g of t-butyl 4-[l-(2-butynyl)-5-cyano-4-(2-azide 
carbonylvinyl)-lH-imidazol-2-yl] piperazine- 1 -carboxylate was heated under reflux under a 
nitrogen atmosphere for 1 5 hours. The solvent was concentrated under reduced pressure. The 
residue was purified by silica gel column chromatography. Thus, 0.169 g of the title compound 
10 was obtained from the fraction eluted with ethyl acetate-hexane (9: 11). 
! H-NMR(CDC1 3 ) 

6 1.48 (s, 9H) 1.84 (t, J=2.2Hz, 3H) 3.16-3.19 (m, 4H) 3.54-3.58 (m, 4H) 4.51 (q, J=2.2Hz, 
2H) 5.83 (d, J=15.0Hz, 1H) 6.43-6.53 (m, 1H) 7.55-7.66 (m, 1H) 

(10 t-Butvl 4-r4-(2-t-butoxvcarbonvlamino vinyl)- 1 -(2-butvnyl)-5-carbamovl- 1 H-imidazol-2-yll 
15 piperazine- 1 -carboxylate 

The title compound was obtained by using t-butyl 
4-[4-(2-t-butoxycarbonylaminovinyl)-l-(2-butynyl)-5-cyano-lH-imidazol-2-yl] 
piperazine- 1 -carboxylate according to the method described in Example 332(b). 
'H-NMRCCDCls) 

20 5 1.48 (s, 9H) 1.84 (t, J=2.2Hz, 3H) 3.21-3.25 (m, 4H) 3.54-3.58 (m, 4H) 4.68 (q, J=2.2Hz, 

2H) 5.90 (br.s, 1H) 6.36 (br.d, J=14.8Hz, 1H) 6.92 (br.d, J= 8.4Hz, 1H) 7.45 (br.s, 1H) 7.52 (m, 
1H) 

(1) 3-(2-Butvnyl)-2-(piperazin-l -yl)-3,5-dihydroimidazor4,5-c]pyridin-4-one trifluoroacetate 
0.1 ml of 5N hydrochloric acid was added to a 0.3 ml ethanol solution of 0.0075 g of 
25 t-butyl 

4-[4-(2-t-butoxycarbonylamino vinyl)- 1 -(2-butynyl)-5-carbamoyl- 1 H-imidazol-2-yl]piperazine- 1 
-carboxylate, and the mixture was stirred at room temperature for 15 hours. The solvent was 
concentrated under reduced pressure. The residue was purified by reverse-phase high 
performance liquid chromatography (using an acetonitrile-water mobile phase (containing 0.1% 
30 trifluoroacetic acid)) to give 0.0043 g of the title compound. 
1 H-NMR(CD 3 OD) 

8 1.81 (t, J=2.4Hz, 3H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 5.15 (q, J=2.4Hz, 2H) 6.60 (d, 
J=7.1Hz, 1H) 7.18 (d, J=7.1Hz, 1H) 

MS mle (ESI) 272.32(MH + -CF 3 COOH) 
35 Example 339 

3-(2-ButvnvlV5-(2-phenvlethvlV2-(pi^ 
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trifluoroacetate 

(a) t-Butvl 

4-r3-f2-bu tvnvn-4-oxo-4.5-dihvdro-3H-imidazor4.5-clpyridin-2-vl1piperazine-l-carboxvlate 
The title compound was obtained by using 

3- (2-butynyl)-2-(piperazin- 1 -yl)-3 ,5-dihydroimidazo[4,5-c]pyridin-4-one trifluoroacetate 
according to the method described in Example 258(a). 

'H-NMR(CDC1 3 ) 

8 1.49 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.35-3.39 (m, 4H) 3.60-3.64 (m, 4H) 5.07 (q, J=2.3Hz, 
2H) 6.55 (d, J=7.1Hz, 1H) 6.97 (d, J=7.1Hz, 1H) 

(b) 3-(2-B utvnvn-5-(2-phenvlethvn-2-(piperazin- 1 -vlV3.5-dihvdroimidazor4.5-c1pyridin-4-one 
trifluoroacetate 

The title compound was obtained by using t-butyl 

4- [3-(2-butynyl)-4-oxo-4,5-dihydro-3H-imidazo[4,5-c]pyridin-2-yl]piperazine- 1 -carboxylate and 
(2-bromoethyl)benzene according to the method described in Example 258(b). 

'H-NMR(CD 3 OD) 

8 1.83 (t, J=2.4Hz, 3H) 3.05 (t, J=7.3Hz, 2H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 4.26 (t, 
J=7.3Hz, 2H) 5.18 (q, J=2.4Hz, 2H) 6.46 (d, J=7.3Hz, 1H) 7.15 (d, J=7.3Hz, 1H) 7.16-7.30 (m, 
5H) 

MS mle (ESI) 376.36(MH + -CF 3 COOH) 
Example 340 

3- (2-Butvn vl)-5-(2-phenoxvethvn-2-(piperazin-l-vlV3.5-dihvdroimidazor4.5-clpyridin-4-one 
trifluoroacetate 

The title compound was obtained by using t-butyl 

4- [3-(2-butynyl)-4-oxo-4,5-dihydro-3H-imidazo[4 > 5-c]pyridin-2-yl]piperazine- 1 -carboxylate and 

2- bromoethyl phenyl ether according to the method described in Example 258(b). 

'H-NMR(CD 3 OD) 

8 1.80 (t, J=2.4Hz, 3H) 3.45-3.48 (m, 4H) 3.62-3.65 (m, 4H) 4.30 (t, J=5.5Hz, 2H) 4.44 (t, 
J=5.5Hz, 2H) 5.16 (q, J=2.4Hz, 2H) 6.59 (d, J=6.1Hz, 1H) 6.87-6.91 (m, 3H) 7.20-7.24 (m, 2H) 
7.50 (d, J=6.1Hz, 1H) 

MS mle (ESI) 392.34(MH + -CF 3 COOH) 
Example 341 

3- (2-Butvn vn-5-(2-oxo-2-phenvlethvn-2-(piperazin-l-vn-3.5-dihvdroimidazor4.5-c1pvridin-4-o 
ne trifluoroacetate 

The title compound was obtained by using t-butyl 

4- [3-(2-butynyl)-4-oxo-4,5-dihydro-3H-imidazo[4,5-c]pyridin-2-yl]piperazine- 1 -carboxylate and 
2-bromoacetophenone according to the method described in Example 258(b). 
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1 H-NMR(CD 3 OD) 

5 1.79 (t, J=2.3Hz, 3H) 3.46-3.50 (m, 4H) 3.64-3.68 (m, 4H) 5.16 (q, J=2.3Hz, 2H) 5.61 (s, 
2H) 6.65 (d, J=7.3Hz, 1H) 7.37 (d, J=7.3Hz, 1H) 7.57 (t, J=8.0Hz, 2H) 7.69 (t, J=8.0Hz, 1H) 
8.10 (d, J=8.0Hz, 2H) 
5 MS m/e (ESI) 392.34(MH + -CF 3 COOH) 
Example 353 

7-(2-Butvnvl)-l ,3-dimethvl-8-(piperazin-l-vl)-3,7-dihydroourine-2,6-dione 

(a) t-Butvl 4-r7-(2-butvn^ 
piperazine- 1 -carboxvlate 

10 4.9 g of 8-chlorotheophylline and 5 g of potassium carbonate were dissolved in 100 mL 

of N,N-dimethylformamide, and then 2.4 mL of 1 -bromo-2-butyne was added. The resulting 
mixture was stirred at room temperature overnight, and then diluted with ethyl acetate and 
washed with water. The resulting insoluble white solid was collected by filtration, and washed 
with ethyl acetate to give 3.8 g of 

15 7-(2-butynyl)-8-chloro-l,3-dimethyl-3,7-dihydropurine-2,6-dione. Then, 1.8 g of the resulting 
7-(2-butynyl)-8-chloro-l,3-dimethyl-3,7-dihydropurine-2,6-dione was combined with 3.7 g of 
t-butyl 1 -piperazine carboxylate, and the mixture was stirred at 150°C for one hour. After being 
cooled to room temperature, the mixture was extracted with ethyl acetate. The organic layer 
was washed with water, and then with saturated sodium chloride solution, and dried over 

20 anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure. The 
residue was purified by silica gel column chromatography. Thus, 1 .6 g of the title compound 
was obtained from a fraction eluted with hexane-ethyl acetate (1 :4). 
'H-NMRCCDCls) 

5: 1.49 (s, 9H) 1.82 (t, J=2.4Hz, 3H) 3.33-3.36 (m, 4H) 3.40 (s, 3H) 3.52 (s, 3H) 
25 3.58-3.61 (m, 4H) 4.88 (q, J=2.4Hz, 2H) 

(b) 7-(2-Butvnyl)-l 3-dimethyl-8-(piperazin-l -y0-3,7-dihydropurine-2,6-dione 

2.5 g of t-butyl 
4-[7-(2-butynyl)-l,3-dimethyl-2,6-diox 

ate was dissolved in 1 5 mL of trifluoroacetic acid. The mixture was stirred at room temperature 
30 for 30 minutes. The solvent was distilled off under reduced pressure. Then, the residue was 
purified by column chromatography using NH silica gel (silica gel with a surface that had been 
modified with amino groups: Fuji Silysia Chemical Ltd. NH-DM 2035). Thus, 1.6 g of the title 
compound was obtained from a fraction eluted with ethyl acetate. 
'H-NMRXCDCls) 

35 5: 1.82 (t, J=2.4Hz, 3H) 3.13-3.16 (m, 4H) 3.40 (s, 3H) 3.46-3.48 (m, 4H ) 3.52 (s, 3H) 

4.87 (q, J=2.4Hz, 2H) 
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Example 354 

7-(2>Butvnvn>3-methvl-8"(pipera2in-l-yl)-3J-dihvdropurine-2,6-dione 

(a) t-Butvl 447-(2-butvnvlV3-methvl-2.6-dioxo-23,6J-tetrahvdro~lH-Durin-8-vl1 
5 piperazine-1 -carboxvlate 

1.1 g of 3-methylxanthine was dissolved in 15 mL of N,N-dimethylformamide, and then 
1 .0 g of potassium carbonate and 0.64 mL of 1 -bromo-2-butyne were added . The resulting 
mixture was stirred at room temperature overnight, and then diluted with ethyl acetate and 
washed with water. The resulting insoluble white solid was collected by filtration, and washed 

1 0 with ethyl acetate to give 1 .3 g of 7-(2-butynyl)-3-methyl-3,7-dihydropurine-2,6-dione. Next, 
1.3 g of the resulting 7-(2-butynyl)-3-methyl-3,7-dihydropurine-2,6-dione was dissolved in 15 
mL of N,N-dimethylformamide, and then 0.89 g of N-chlorosuccinimide was added to the 
mixture while being cooled on ice. This mixture was stirred at room temperature for 3 hours, 
and then diluted with ethyl acetate and washed with water. The resulting insoluble white solid 

1 5 was collected by filtration, and washed with ethyl acetate to give 1.1 g of 

7-(2-butynyl)-8-chloro-3 -methyl-3 ,7-dihydropurine-2,6-dione. Then, 1 .4 g of the resulting 
7-(2-butynyl)-8-chloro-3-methyl-3,7-dihydropurine-2,6-dione was combined with 2.8 g of 
t-butyl 1-piperazine carboxylate, and the mixture was stirred at 150°C for one hour. This 
mixture was then cooled to room temperature, and extracted with ethyl acetate. The organic 

20 layer was washed with water, and then with saturated sodium chloride solution, and dried over 
anhydrous magnesium sulfate. The solvent was distilled off under reduced pressure. The 
residue was purified by silica gel column chromatography. Thus, 1.1 g of the title compound 
was obtained from a fraction eluted with hexane-ethyl acetate (1 :4). 
1 H-NMR(CDC1 3 ) 

25 5: 1.49 (s, 9H) 1.82 (t, J=2.4Hz, 3H) 3.35-3.37 (m, 4H) 3.47 (s, 3H) 3.58-3.61 (m, 4H) 

4.85 (q, J=2.4Hz, 2H) 7.73 (s, 1H) 

(b) 7-(2-Butvnyl)-3-methvl-8-(piperazin-l-vl)-3.7-dihvdropurine-2,6-dione 

The title compound was obtained using t-butyl 
4-[7-(2-butynyl)-3-methyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] piperazine-1 -carboxylate 
30 by the same procedure described in Example 353-(b). 
1 H-NMR(CDC1 3 ) 

5: 1.82 (t, J=2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.37-3.39 (m, 4H) 3.48 (s, 3H) 4.85 (q, 
J=2.4Hz, 2H) 
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Example 355 

Methyl [7-(2-butvnvlV3-methvl-2,6-dio^ 
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acetate trifluoroacetate 

15 mg of t-butyl 4-[7-(2-butynyl)-3-me^ 
piperazine-l-carboxylate and 7 mg of potassium carbonate were dissolved in 1 mL of 
N,N-dimethylformamide, and 10 jaL of methyl bromoacetate was then added. The resulting 
5 mixture was stirred at room temperature overnight, and then was diluted with ethyl acetate and 
washed with water. The solvent was distilled off, and then the residue was dissolved in 0.5 mL 
of trifluoroacetic acid. The mixture was stirred at room temperature for 30 minutes. The 
solvent was distilled off, and a half aliquot of the residue was purified by HPLC with a 
reverse-phase column, using water-acetonitrile-trifluoroacetic acid as the solvent for elution. 
10 Thus, 6.9 mg of the title compound was obtained. 

MS mle (ESI) 375(MH + -CF 3 COOH) 

Example 356 

7-(2-Butvnviyi-(2-ethoxyethylV^ 
15 trifluoroacetate 

The title compound was obtained using 2-bromoethyl ethyl ether by the same procedure 
described in Example 355. 

MS mle (ESI) 375(MH + -CF 3 COOH) 

20 Example 357 

7-(2-Butvnvl)-3-methvl-8-(piperazin-l-yl)-l-(2-propvnvl)-3.7>dihvdropurine-2,6-dione 
trifluoroacetate 

The title compound was obtained using propargyl bromide by the same procedure 
described in Example 355. 
25 MS mle (ESI) 341 (MH + -CF 3 COOH) 

Example 358 

1 ,7-bis(2-Butvnyl)-3-methvl-8-(piperazin-l -ylV3 < 7-dihydropurine-2,6-dione trifluoroacetate 
The title compound was obtained using l-bromo-2-butyne by the same procedure 
30 described in Example 355. 

MS mle (ESI) 355(MH + -CF 3 COOH) 

Example 359 

r7-(2-ButynvlV3-methyl-2 % 6-dioxo-8-(piperazin-l-yn-23.6J-tetrahvdropurin-l-yl1 acetonitrile 
35 trifluoroacetate 

The title compound was obtained using bromoacetonitrile by the same procedure 
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described in Example 355. 

MS mle (ESI) 342(MH + -CF 3 COOH) 

Example 360 

5 7~(2-Butvnvl)-l-ethyl-3-methvl-8-(piperazin-l-vl)-3,7-dihvdropurine-2,6-dione trifluoroacetate 
The title compound was obtained using ethyl iodide by the same procedure described in 
Example 355. 

MS mle (ESI) 331(MH + -CF 3 COOH) 

Example 361 

7-(2-Butvnvl)-3-methvl-l-[(2-oxo- 
ne trifluoroacetate 

The title compound was obtained using 2-bromoacetophenone by the same procedure 
described in Example 355. 

MS mle (ESI) 421(MH + -CF 3 COOH) 

Example 362 

7-(2-ButvnvlM-[2-(4-chlorophenylV^ 
-2,6-dione trifluoroacetate 
20 The title compound was obtained using 2-bromo-4'-chloroacetophenone by the same 

procedure described in Example 355. 

MS mle (ESI) 455(MH + -CF 3 COOH) 

Example 363 

7-(2-ButvnvO-3-methyl- 1 -(2-phenoxvethvlV8-(piperazin- 1 -yl)-3 ,7-dihvdropurine-2,6-dione 
trifluoroacetate 

The title compound was obtained using 2-phenoxy ethyl bromide by the same procedure 
described in Example 355. 

MS mle (ESI) 423(MH + -CF 3 COOH) 

Example 364 

247-(2-ButvnvO-3-methyl-2,6-dioxo-8^^ 
benzonitrile trifluoroacetate 

The title compound was obtained using 2-cyanobenzyl bromide by the same procedure 
described in Example 355. 

MS mle (ESI) 418(MH + -CF 3 COOH) 
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Example 365 
Methyl 

4-r7-(2-butvnvl)-3 -methyl^ 
5 benzoate trifluoroacetate 

The title compound was obtained using methyl 4-(bromomethyl) benzoate by the same 
procedure described in Example 355. 

MS mle (ESI) 45 1 (MH + -CF 3 COOH) 

10 Example 366 
Methyl 

347-(2-butynyl)-3-methyl-2.6-dioxo-^ 
benzoate trifluoroacetate 

The title compound was obtained using methyl 3-(bromomethyl) benzoate by the same 
1 5 procedure described in Example 355. 

MS mle (ESI) 451(MH + -CF 3 COOH) 

Example 367 

7-(2-ButvnvlV3 -methyl- 1-q-phenvleth^ 
20 trifluoroacetate 

The title compound was obtained using (2-bromoethyl) benzene by the same procedure 
described in Example 355. 

MS mle (ESI) 407(MH + -CF 3 COOH) 

25 Example 368 

2-r7-(2-Butvnyn-3-methyl-2,6-di^^ 
cetamide trifluoroacetate 

25 mg of t-butyl 4- [l-carboxymethyl-3 -methyl 
-7-(2-butynyl)-2,6-dioxo-2,3,6 5 7-tetrahydro-lH-purin-8-yl] piperazine- 1 -carboxylate was 

30 dissolved in 1 mL of tetrahydrofuran. Then, 5 |LiL of aniline, 9 mg of 1 ,1 -carbonyldiimidazole, 
and 8 \xL of triethylamine were added to the mixture. The resulting mixture was stirred at 60°C 
for five hours. The solution was diluted with ethyl acetate and washed with water, and dried 
over anhydrous magnesium sulfate. The solvent was distilled off, and then the residue was 
dissolved in 0.5 mL of trifluoroacetic acid. The mixture was stirred at room temperature for 30 

35 minutes. The solvent was distilled off, and a half aliquot of the residue was purified by HPLC 
with a reverse-phase column using water-acetonitrile-trifluoroacetic acid as the solvent for 
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elution. Thus, 2.74 mg of the title compound was obtained. 
MS mle (ESI) 436(MH + -CF 3 COOH) 

Example 369 

5 7-(2-Methoxvphenvl)-K3>dimethvl-8-(piperazin-l-vl)-3,7- dihydropurine-2,6-dione 
trifluoroacetate 

(a) t-Butvl 4-fl,3-dimethvl-2,6-dioxO'2,3,6,7"tetrahydro-lH-purin-8-vl > >piperazine-l-carboxvlate 

3.5 g of 8-chlorotheophylline and 1 1 .69 g of t-butyl piperazine-l-carboxylate were 
mixed and stirred at 110°C overnight. Then, the mixture was diluted with ethyl acetate and 
1 0 then with water. The resulting insoluble white solid was collected by filtration and washed with 
ethyl acetate to give 3.65 g of the title compound. 

I H-NMR(CDC1 3 ) 

5: 1.48 (s, 9H) 3.38 (s, 3H) 3.54-3.57 (m, 7H) 3.66-3.69 (m, 4H) 11.58 (s, 1H) 

(b) 7-(2-Methox\T)henylVK3-dimethvl-8-rpiperazin-l-vl)-3,7-dihvdropurine-2,6-dione 
15 trifluoroacetate 

I I mg of t-butyl 

4-(l,3-dimethyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl)piperazine-l-carboxylate, 15 mg of 
2-methoxyphenylboronic acid, and 10 mg of copper (II) acetate were suspended in 0.5 mL of 
anhydrous tetrahydrofiiran, and then 0. 1 mL of pyridine was added. The resulting mixture was 

20 stirred at room temperature for five days. The reaction solution was filtered through a short 
column filled with NH silica gel, and the filtrate was concentrated. The residue was dissolved 
in 0.5 mL of trifluoroacetic acid, and the mixture was stirred at room temperature for 30 minutes. 
After the solvent was concentrated, the resulting residue was purified by reverse phase high 
performance liquid chromatography. Thus, 3.53 mg of the title compound was obtained. 

25 ^-NMRXCDCls) 

5: 3.05-3.20 (m, 4H) 3.29 (s, 3H) 3.50-3.51 (m, 7H) 3.81 (s, 3H) 7.04-7.07 (m, 2H) 
7.26-7.30 (m, 1H) 7.47 (dt, J=2.0, 8.0Hz, 1H) 
MS mle (ESI) 371(MH + -CF 3 COOH) 

30 Example 370 

7-(2-Cvanophenyl)-L3-dimethvl-8-(piperazin-l-vn-3,7- dihvdropurine-2,6-dione trifluoroacetate 
(a) t-Butvl 4-r7-(2-formvlphenvn-L3-dimethvl-2,6-dioxo-23.6,7-tetrahydro-lH-purin-8-vl1 
piperazine- 1 -carbox vlate 
226 mg of t-butyl 

35 4-(l,3-dimethyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl)piperazine-l-carboxylate, 200 mg of 
2-formylphenylboronic acid, and 200 mg of copper (II) acetate were suspended in 5 mL of 
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anhydrous tetrahydrofuran, and then 0.2 mL of pyridine was added. The resulting mixture was 
stirred at room temperature for five days. The reaction solution was filtered through a short 
column filled with silica gel, and the filtrate was concentrated. The residue was purified by 
silica gel column chromatography. Thus, 51 mg of the title compound was obtained from a 
5 fraction eluted with 1:1 hexane-ethyl acetate. 
1 H-NMR(CDCl3) 

5: 1.42 (s, 9H) 3.10-3.14 (m, 4H) 3.25-3.34 (m, 7H) 3.60 (s, 3H) 7.53 (dd, J=1.2, 8.0Hz, 
1H) 7.63-7.67 (m, 1H) 7.73-7.78 (m, 1H) 8.02-8.04 (m, 1H) 9.86 (s, 1H) 
(b) 7-(2-Cvanophenvl)-L3-dimethvl-8-(piperazin-l-vn-3,7-dihvdropurine-2,6-dione 
10 trifluoroacetate 

13 mgof t-butyl 

4-[7-(2-formylphenyl)-l,3-dimethyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
piperazine-l-carboxylate and 10 mg of hydroxylamine hydrochloride were dissolved in a 
mixture containing 1 mL of ethanol and 0.2 mL of water. Approximately 10 mg of potassium 

1 5 acetate was added to the mixture. The resulting mixture was stirred at room temperature for 30 
minutes. The reaction solution was diluted with ethyl acetate, and then washed with an aqueous 
solution of sodium bicarbonate. The organic layer was dried over anhydrous magnesium 
sulfate, and then filtered. The filtrate was concentrated under reduced pressure to give t-butyl 
4-[7-[2-(hydroxyiminomethyl)phenyl] - 1 ,3-dimethyl-2,6-dioxo-2,3 ,6,7-tetrahydro- 1 H-purin-8-yl] 

20 piperazine-l-carboxylate. This compound was dissolved in 0.5 mL of dichloromethane, and 
approximately 0.05 mL of triethylamine and 0.05 mL of methane sulfonyl chloride were then 
added. The resulting mixture was stirred at room temperature for 0.5 hours. The solvent was 
distilled off, and the residue was dissolved in trifluoroacetic acid. The solution was 
concentrated, and the residue was purified by reverse phase high performance liquid 

25 chromatography to give 4. 14 mg of the title compound. 
MS m/e (ESI) 366(MH + -CF 3 COOH) 

Example 371 

7-(2-Vinvlphenyl)-L3-dimethvl-8-(piperazin-l -yQ-3,7-dihvdropurine-2,6-dione trifluoroacetate 
30 9 mg of potassium tertiary butoxide was dissolved in 1 mL of tetrahydrofuran, and then 

31 mg of methyltriphenylphosphonium bromide was added. The resulting mixture was stirred 
at room temperature for 30 minutes. 1 mL of tetrahydrofuran solution containing 20 mg of 
t-butyl 4-[7-(2-formylphenyl)-l ,3-dimethyl-2,6-dioxo-2,3,6,7-tetrahydro-l H-purin-8-yl] 
piperazine-l-carboxylate was added to the mixture, which was then stirred at room temperature 
35 for 1 hour. The reaction solution was diluted with ethyl acetate and then with water. The 

organic layer was dried over anhydrous magnesium sulfate, and then filtered. The filtrate was 
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concentrated under reduced pressure to give 40 mg of t-butyl 
4-[7-(2-vinylphenyl)-l,3-dimethyl-2,6-dioxo-23^ 

piperazine-l-carboxylate. 12 mg of this compound was dissolved in trifluoroacetic acid. The 
solution was concentrated, and the residue was purified by reverse phase high performance 
5 liquid chromatography, to give 4.38 mg of the title compound. 
MS mle (ESI) 367(MH + -CF 3 COOH) 

Example 372 

7-(2-Chlorophenvl)-h3-dimethvl-8-(piperazin-l-vlV3J-dihydropurine-2,6-dione 

10 (a) 7-(2-Chlorophenvl> 1 3-dimethyl-3 ,7-dihydropurine-2,6-dione 

510 mg of theophylline, 1 g of 2-chlorophenylboronic acid, and 220 mg of copper (II) 
acetate were suspended in 10 mL of N,N-dimethylformamide, and then 1 mL of pyridine was 
added. The resulting mixture was stirred at room temperature overnight. The reaction 
solution was diluted with ethyl acetate, and washed with 30% ammonia water. The organic 

1 5 layer was dried over anhydrous magnesium sulfate, and filtered. The filtrate was concentrated 
under reduced pressure, and the residue was triturated with ether to give 147 mg of the title 
compound. 

'H-NMR^CDCls) 

6: 3.72 (s, 3H) 3.68 (s, 3H) 7.43-7.51 (m, 3H) 7.57-7.60 (m, 1H) 7.68 (s, 1H) 
20 (b) 8-Chloro-7-(2-chlorophenvn-L3-dimethvl-3,7-dihvdropurine-2,6-dione 

138 mg of 7-(2-chlorophenyl)-l,3-dimethyl-3,7-dihydropurine-2,6-dione and 78 mg of 
N-chlorosuccinimide were suspended in 1 mL of N,N-dimethylformamide. The resulting 
mixture was stirred at room temperature for two hours. The reaction solution was diluted with 
ethyl acetate, and washed with water. The organic layer was dried over anhydrous magnesium 
25 sulfate, and then filtered. The filtrate was concentrated under reduced pressure to give 151 mg 
of the title compound. 

(c) t-Butvl 4-r7-r2-chlorophenvn-13-dimethvl-2.6-dioxo-2,3.6,7-tetrahvdro-lH-purin-8-vn 
piperazine- 1 -carboxvlate 

142 mg of 8-chloro-7-(2-chlorophenyl)-l,3-dimethyl-3,7-dihydropurine-2,6-dione was 

30 combined with 500 mg of t-butyl piperazine-l-carboxylate. The mixture was stirred at 1 50°C 
for 4 hours, and then diluted with ethyl acetate and washed with water. The organic layer was 
dried over anhydrous magnesium sulfate and filtered. The filtrate was concentrated under 
reduced pressure. The residue was purified by silica gel column chromatography. Thus, 143 
mg of the title compound was obtained from a fraction eluted with 2:3 hexane-ethyl acetate. 

35 1 H-NMR(CDCl3) 

8: 1.43 (s, 9H) 3.21-3.23 (m, 4H) 3.30 (s, 3H) 3.31-3.35 (m, 4H) 3.58 (s, 3H) 7.42-7.51 
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(m, 3H) 7.55-7.57 (m, 1H) 

(d) 7-(2-ChlorophenvlM 3-dimethyl-8- (piperazin-l-yl)-3 J-dihvdropurine-2,6-dione 

102 mg oft-butyl 
4-[7-(2-chlorophenyl)-l,3-dimethyl-2,6-dio^ 

piperazine-l-carboxylate was dissolved in 5 mL of trifluoroacetic acid. The resulting mixture 
was stirred at room temperature for 30 minutes. The solvent was distilled off, and the residue 
was purified by column chromatography using NH-silica gel. Thus, 109 mg of the title 
compound was obtained from a fraction eluted with 9:1 ethyl acetate and methanol. 
l H-NMR(CDCl 3 ) 

5: 2.77 (dt, J=1.6, 4.8Hz, 4H) 3.24 (t, J=5.2Hz, 4H) 3.30 (s, 3H) 3.58 (s, 3H) 7.41-7.44 
(m, 2H) 7.48-7.51 (m, 1H) 7.55-7.56 (m, 1H) 

Example 373 

7-(2-Chlorophenvn-3-methvl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione trifluoroacetate 

(a) 7-Benzvl-3-methyl-3,7-dihvdropurine-2,6-dione 

2.882 g of 3-methylxanthine was suspended in 40 mL of N,N-dimethylformamide, and 
then 3 g of potassium carbonate and 2.5 mL of benzyl bromide were added. The resulting 
mixture was stirred at room temperature overnight. The reaction solution was diluted with 
ethyl acetate, and washed with IN hydrochloric acid. The precipitated crystals were collected 
by filtration, and washed with ethyl acetate. Thus, 3.18 g of the title compound was obtained. 

1 H-NMR(d 6 -DMSO) 

5: 3.32 (s, 3H) 5.42 (s, 2H) 7.27-7.35 (m, 5H) 8.21 (s, 1H) 11.13 (s, 1H) 

(b) 7-Benzvl-3-methvl-2,6-dioxo-2,3,6,7-tetrahvdropurin-l -vlmethyl 2,2-dimethylpropionate 

3.18 g of 7-benzyl-3-methyl-3,7-dihydropurine-2,6-dione was suspended in 40 mL of 
N,N-dimethylformamide. 2.6 g of potassium carbonate and 2.15 mL of chloromethylpivalate 
were added to the mixture. The resulting mixture was stirred at 40°C overnight. The reaction 
solution was diluted with ethyl acetate, and washed with IN hydrochloric acid. The organic 
layer was dried over anhydrous magnesium sulfate, and filtered. The filtrate was concentrated 
under reduced pressure. The residue was purified by silica gel column chromatography. Thus, 
4.26 g of the title compound was obtained from the fraction eluted with 1 :3 hexane and ethyl 
acetate. 

1 H-NMR(CDC1 3 ) 

5:1.19 (s, 9H) 3.58 (s, 3H) 5.48 (s, 2H) 6.04 (s, 2H) 7.32-7.39 (m, 5H) 7.58 (s, 1H) 

(c) 3-Methvl-2,6-dioxo-2J.6,7-tetrahvdropurin-l-vlmethvl 2.2-dimethylpropionate 

4.26 g of 7-benzyl-3-methyl-2,6-dioxo-2,3,6,7-tetrahydropurin-l-ylmethyl 
2,2-dimethylpropionate was dissolved in 100 mL of acetic acid, and 1.5 g of 10% palladium 
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carbon was then added. The resulting mixture was stirred under a hydrogen atmosphere at 
room temperature overnight. The reaction solution was filtered with celite, and the filtrate was 
concentrated to give 2.98 g of the title compound. 

■h-nmrccdcu) 

5 6: 1.19 (s, 9H) 3.66 (s, 3H) 6.12 (s, 2H) 7.86 (s, 1H) 

(d) 7-(2-ChlorophenvlV3~methvl-2,6-dioxo-2,3,6J-tetrahydropurin-l-vlmethvl 
2,2-dimethvl-propionate 

The title compound was obtained using 
3-methyl-2 ? 6-dioxo-2,3 ? 6,7-tetrahydropurin-l-ylmethyl 2,2-dimethylpropionate by the same 
1 0 procedure described in Example 372-(a). 

(e) 8-Chloro-7-(2-chlorophenvl)-3-methvl~3,7-dihvdropurine-2,6-dione 

144 mg of 7-(2-chlorophenyl)-3-methyl-2,6-dioxo-2,3,6,7-tetrahydropurin-l-ylmethyl 
2,2-dimethyl-propionate was dissolved in a mixture containing 2 mL of methanol and 1 mL of 
tetrahydrofuran, and 20 mg of sodium hydride was then added. The resulting mixture was 
1 5 stirred at room temperature overnight. The reaction solution was diluted with ethyl acetate, and 
washed with IN hydrochloric acid. The organic layer was dried over anhydrous magnesium 
sulfate, and filtered. The filtrate was concentrated under reduced pressure. The residue was 
triturated with ethyl acetate-diethyl ether to give 72 mg of 

7-(2-chlorophenyl)-3-methyl-3,7-dihydropurine-2,6-dione. This compound was dissolved in 1 
20 mL of N,N-dimethylformamide, and 35 mg of N-chlorosuccinimide was then added. The 
resulting mixture was stirred at room temperature overnight, and the reaction solution was 
diluted with ethyl acetate and washed with IN hydrochloric acid. The organic layer was dried 
over anhydrous magnesium sulfate and filtered. The filtrate was concentrated under reduced 
pressure to give 58 mg of the title compound. 
25 ! H-NMR(CDCl3) 

8: 3.59 (s, 3H) 7.42 (dd, J=1.6, 7.6Hz, 1H) 7.47 (dt, J=1.6, 9.2Hz, 1H) 7.54 (dt, J=1.6, 
7.2Hz, 1H) 7.61 (dt, J=1.6, 7.6Hz, 1H) 7.93 (br, 1H) 

(f) t-Butvl 4-r7-(2-chlorophenvl)-3-methvl-2,6-dioxo-23,6,7-tetrahvdro-lH-purin-8-vl1 
piperazine- 1 -carboxylate 

30 58 mg of 8-chloro-7-(2-chlorophenyl)-3-methyl-3,7-dihydropurine-2,6-dione was 

combined with 1 50 mg of 1 -(tertiary butoxycarbonyl)piperazine, and the mixture was stirred at 
1 50°C for 4 hours. The reaction solution was diluted with ethyl acetate, and washed with water. 
The organic layer was dried over anhydrous magnesium sulfate, and filtered. The filtrate was 
concentrated under reduced pressure. The residue was purified by silica gel column 

35 chromatography. Thus, 44 mg of the title compound was obtained from a fraction eluted with 
ethyl acetate. 
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1 H-NMR(CDCl3) 

5: 1.41 (s, 9H) 3.17-3.24 (m, 4H) 3.25-3.41 (m, 4H) 3.53 (s, 3H) 7.41-7.51 (m, 3H) 7.55 
(dd, J=2.0, 7.6Hz, 1H) 7.66 (br, 1H) 

(g) 7-(2-Chlorophenvn-3-methvl-8-(piperazin-l -vl)-3 J-dihvdropurine-2.6-dione trifluoroacetate 
5 8 mg of t-butyl 

4-[7-(2-chlorophenyl)-3-methyl-2,6-dioxo-2 5 3,6 9 7-tetrahydro-lH-purin-8-yl] 
piperazine-l-carboxylate was dissolved in trifluoroacetic acid, and then the solution was 
concentrated. The residue was purified by reverse phase high performance liquid 
chromatography, to give 3.86 mg of the title compound. 
10 MS m/e (ESI) 361(MH + -CF 3 COOH) 

1 H-NMR(CDCl3) 

5: 2.76 -2.79 (m, 4H) 3.23-3.26 (m, 4H) 3.53 (s, 3H) 7.40-7.43 (m, 2H) 7.48-7.53 (m, 

2H) 

15 Example 374 

Methyl r7-(2-chlorophenvl)-3-methvl-2,6-dioxo-8-(piperazin-l-vn-23,6,7-tetrahydropurin-l-vn 
acetate trifluoroacetate 

1 8 mg of t-butyl 

4-[7-(2-chlorophenyl)-3-methyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
20 piperazine-l-carboxylate was dissolved in 1 mL of N,N-dimethylformamide, and 0.1 mL of 
methyl bromoacetate and 10 mg of potassium carbonate were then added. The resulting 
mixture was stirred at room temperature for 3 days. The reaction solution was diluted with 
ethyl acetate, and washed with water. The organic layer was dried over anhydrous magnesium 
sulfate and filtered. The filtrate was concentrated under reduced pressure. The residue was 
25 dissolved in trifluoroacetic acid and the solution was concentrated. The residue was purified by 
reverse phase high performance liquid chromatography, to give 8.79 mg of the title compound. 
MS m/e (ESI) 433(MH + -CF 3 COOH) 

Example 375 

30 r7-(2-Chlorophenvl)-3-methvl-2,6-dioxo-8-(piperazin- 1 -vO-2.3 ,6,7-tetrahvdropurin- 1 -yllacetonit 
rile trifluoroacetate 
Example 376 

2-r7-(2-Chlorophenvn-3-methvl-2,6-dioxo-8-(piperazin-l-vl)-23,6,7-tetrahvdropurin-l-vl] 
acetamide trifluoroacetate 
35 1 8 mg of t-butyl 

4-[7-(2-chlorophenyl)-3-methyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
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piperazine-l-carboxylate was dissolved in 1 mLof N,N-dimethylformamide, and 0.1 mLof 
bromoacetonitrile and 10 mg of potassium carbonate were then added. The resulting mixture 
was stirred at room temperature for 3 days. The reaction solution was diluted with ethyl acetate, 
and washed with water. The organic layer was dried over anhydrous magnesium sulfate and 
5 filtered. The filtrate was concentrated under reduced pressure. The residue was dissolved in 1 
mL of acetonitrile, and 0.05 mL of trimethylsilyl iodide was then added. The resulting mixture 
was stirred at room temperature for 1 hour. Then, methanol was added to the mixture. The 
reaction solution was concentrated. The residue was purified by reverse phase high 
performance liquid chromatography, to give 7.43 mg of 
10 [7-(2-chlorophenyl)-3-methyl-2,6-dioxo-8-(piperazin-l-yl)-2,3,6,7-tetrahydropuri 
trile trifluoroacetate [MS m/e (ESI) 400 (MH + -CF 3 COOH)] and 3.71 mg of 
[7-(2-chlorophenyl)-3-methyl-2,6-dioxo-8-(piperazin- 1 -yl)-2,3 ,6,7-tetrahydropurin-l-yl]-acetami 
de trifluoroacetate [MS m/e (ESI) 418 (MH + -CF 3 COOH)]. 

15 Example 377 

7-(2-Chlorophenvl)-3-methyl-l-(2-p^ 
trifluoroacetate 

The title compound was obtained using 2-phenethyl bromide by the same procedure 
described in Example 374. 
20 MS m/e (ESI) 465(MH + -CF 3 COOH) 

» 

Example 378 

7-(2-Chlorophenyl)-3-methyl-l-(2-ox 
dione trifluoroacetate 

25 The title compound was obtained using phenacyl bromide by the same procedure 

described in Example 374. 

MS m/e (ESI) 479(MH + -CF 3 COOH) 

Example 379 

30 7-(2-Methoxyphenvl)-3-methvl>8-(piperazin-l'vn-3,7-dihvdropurine-2,6-dione trifluoroacetate 
The title compound was obtained using 2-methoxyphenylboronic acid by the same 
procedure described in Example 373. 

MS m/e (ESI) 476(MH + -CF 3 COOH) 
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Example 380 

r7-(2-Methox\^henvlV3 -methyl^ 
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acetonitrile trifluoroacetate 
Example 381 

247-(2-MethoxyphenvlV3-m^ 
acetamide trifluoroacetate 
5 [7-(2-methoxyphenyl)-3-methyl-2,6-dioxo-8-(^ 

yl] acetonitrile trifluoroacetate [MS m/e (ESI) 396(MH + -CF 3 COOH)] and 
2-[7-(2-methoxyphenyl)-3-methyl -2,6-dioxo-8-(piperazin-l-yl)-2,3,6,7-tetrahydropurin-l-yl] 
acetamide trifluoroacetate [MS m/e (ESI) 414 (MH + -CF 3 COOH)] were obtained using t-butyl 
4-[7-(2-methoxyphenyl)-3-methyl-2,6-dioxo-2,3 5 6j4etrahydro-lH-purin-8-yl] 
10 piperazine-l-carboxylate by the same procedures as used in Examples 375 and 376. 

Example 382 

7-(2-Methox\phenvO-3-methvl-l-(^^ 

6- dione trifluoroacetate 

1 5 The title compound was obtained using t-butyl 

4-[7-(2-methoxyphenyl)-3-methyl-2,6-dioxo-2 5 3,6,7-tetrahydro-lH-purin-8-yl] 
piperazine-l-carboxylate and 2-bromoacetophenone by the same procedure described in 
Example 374. 

MS m/e (ESI) 475(MH + -CF 3 COOH) 

20 

Example 383 

7- (2-Methoxvphenyl)-3-methvl-l-(2-ph^ 
e trifluoroacetate 

The title compound was obtained using t-butyl 
25 4-[7-(2-methoxyphenyl)-3-methyl-2,6-dioxo-2,3 5 6,7-tetrahydro-lH-purin-8-yl] 

piperazine-l-carboxylate and (2-bromoethyl) benzene by the same procedure described in 
Example 374. 

MS m/e (ESI) 461(MH + -CF 3 COOH) 

30 Example 384 

7-(2-VinvlphenYl)-3-methvl-8-(piperazin-l-yl)-3,7-dihvdropurine-2,6-dione 
(a) t-Butvl 

4-[7-benzvl-l-f2,2-dimethvlpropionvloxy^ 
n-8-vl] piperazine-l-carboxvlate 
35 The title compound was obtained using 

7-benzyl-3-methyl-2,6-dioxo-2 5 3,6,7-tetrahydropurin-l-ylmethyl 2,2-dimethylpropionate by the 
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same procedure described in Example 3 73 -(e) and (f). 

(b) t-Butvl 

4-Fl-(2,2-dimethvlpropionvloxyme 
piperazine- 1 -carboxylate 
5 2.227 g of t-butyl 

4-[7-benzyl-l-(2,2-dimethylpropionyloxymethyl)-3-^ 

n-8-yl] piperazine- 1-carboxylate was dissolved in 100 mL of acetic acid, and 1 g of 10% 
palladium carbon was then added. The resulting mixture was stirred under a hydrogen 
atmosphere at room temperature overnight. The reaction solution was filtered. The filtrate 
1 0 was concentrated to give 1 .89 g of the title compound. 
1 H-NMR(CDC1 3 ) 

8: 1.09 (s, 9H) 1.41 (s, 9H) 3.36 (s, 3H) 3.37-3.42 (m, 4H) 3.45-3.50 (m, 4H) 5.82 (s, 

2H) 

(c) t-Butvl 

15 4-ri-(2,2-dimethylpropionylox\inefo^ 

o- 1 H-purin-8-yl] piperazine- 1 -carboxvlate 

The title compound was obtained using t-butyl 
4-[ 1 -(2,2-dimethylpropionyloxymethyl)-3-^ 

piperazine- 1-carboxylate by the same procedure described in Examples 370 and 371. 
20 'H-NMRCCDCb) 

5: 1.15 (s, 9H) 1.58 (s, 9H) 3.18 (br, 4H) 3.30 (br, 4H) 3.58 (s, 3H) 5.32 (d, J=11.2Hz, 
1H) 5.75 (d, J=17.2Hz, 1H) 6.39 (dd, J=10.8, 17.2Hz, 1H) 7.34 (dd, J=1.2, 7.6Hz, 1H) 7.40 (dt, 
J=1.6, 7.2Hz, 1H) 7.46 (dt, J=1.6, 7.6Hz, 1H) 7.69 (dd, J=1.6, 8.0Hz, 1H) 

(d) 7-(2-Vinvlphenvl)-3-methyl-8-(piperazin-l-vl)-3.7-dihvdropurine-2,6-dione 

25 1 87 mg of t-butyl 4-[ 1 -(2,2-dimethylpropionyloxymethyl)-7-(2-vinylphenyl)-3-methyl 

-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] piperazine- 1-carboxylate was dissolved in 3 mLof 
methanol, and then 14 mg of sodium hydride was added. The resulting mixture was stirred at 
room temperature overnight. The reaction solution was neutralized with IN hydrochloric acid, 
and then extracted with ethyl acetate. The organic layer was dried over anhydrous magnesium 

30 sulfate and filtered. The solvent was distilled off. The residue was purified by silica gel 
column chromatography. Thus, 108 mg of t-butyl 

4-[3-methyl-2,6-dioxo-7-(2-vinylphenyl)-2,3,6,7-tetrahydro-lH-purin-8-yl] 
piperazine- 1-carboxylate was obtained from a fraction eluted with 3:2 hexane-ethyl acetate. 
This compound was dissolved in 2 mL of trifluoroacetic acid and then concentrated. The 
35 residue was purified using NH-silica gel. Thus, 84 mg of the title compound was obtained from 
a fraction eluted with 15:1 ethyl acetate and methanol. 
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1 H-NMR(CDC1 3 ) 

5: 2.73 (t, J=5.2Hz, 4H) 3.19 (t, J=5.2Hz, 4H) 3.54 (s, 3H) 5.32 (dd, J=1.2, 10.8Hz, 1H) 
5.74 (d, J=0.8, 17.6Hz, 1H) 6.41 (dd, J=10.8, 17.2Hz, 1H) 7.33 (dd, J=1.2, 6.0Hz, 1H) 7.38 (dt, 
J=1.6, 7.6Hz, 1H) 7.45 (dt, J=1.6, 7.6Hz, 1H) 7.68 (dd, J=1.6, 8.0Hz, 1H) 

5 

Example 385 

7-(2-ChlorophenvD-3-ethyl-8-(piperazin- 1 -vl)-3 J-dihvdropurine-2,6-dione trifluoroacetate 

(a) 2-Amino-7-benzvl-L7-dihvdropurin-6-one hydrochloride 

1 00 g of guanosine was suspended in 500 mL of dimethylsulfoxide. 1 00 mL of benzyl 
10 bromide was added dropwise to the suspension at room temperature. The resulting reaction 
mixture was stirred at room temperature for 4 hours. Then, 250 mL of concentrated 
hydrochloric acid was added to the reaction, and the resulting mixture was stirred at room 
temperature for 30 minutes. The reaction mixture was poured into 3 L of methanol, and the 
mixture was stirred overnight. The precipitated crystals were collected by filtration and then 
1 5 washed with methanol. The crystals were air-dried at 60°C for 24 hours to give 82.5 g of the 
title compound. 

1 H-NMR(d6-DMSO) 

5: 5.23 (s, 2H) 7.32-7.42 (m, 5H) 8.92 (s, 1H) 

(b) 7-Benzvl-3,7-dihydropurine-2,6-dione 

20 A white suspension consisting of 12.88 g of 2-amino-7-benzyl-l,7-dihydropurin-6-one 

hydrochloride, 320 mL of acetic acid, and 32 mL of water was stirred at 1 10°C for 10 minutes, 
and then at 50°C for 10 minutes. Then, 32 mL of an aqueous solution containing 12.88 g of 
sodium nitrite was slowly added dropwise to the reaction mixture at 50°C. The resulting 
reaction mixture was stirred at 50°C for 1 5 hours. The resulting light brown suspension was 

25 filtered to give 4.27 g of the title compound. 
'H-NMRtde-DMSO) 

8: 5.39 (s, 2H) 7.27-7.35 (m, 5H) 8.1 l(s, 1H) 10.86 (s, 1H) 11.57 (s, 1H) 

(c) r7-Benzvl-3-(2,2-dimethyl-propionvloxv methyl)-2,6-dioxo-2.3,6,7-tetrahydropurin-l-yl1 
methyl 2.2-dimethyl-propionate 

30 9.54 g of 7-benzyl xanthine was dissolved in 250 mL of N,N-dimethylformamide, and 

then 17 g of potassium carbonate and 14.2 mL of chloromethylpivalate were added. The 
resulting mixture was stirred at 50°C overnight. The reaction solution was diluted with ethyl 
acetate, and washed with water and IN hydrochloric acid. The organic layer was dried over 
anhydrous magnesium sulfate and filtered. The solvent was distilled off. The residue was 

35 purified by silica gel column chromatography. Thus, 12.8 g of the title compound was obtained 
from a fraction eluted with 3:2 hexane-ethyl acetate. 
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(d) r3-(2,2-DimethYlpropionvloxvmethvlV2,6'dioxo-2,3,6,7-tetrahvdropurin-l -vl] methyl 
2,2-dimethvlpropionate 

The title compound was obtained using 
[7-benzyl-3-(2,2-dimethylpropionyloxymethyl)-2,6-dioxo-2,3 5 6,7-tetrahydropurin-l-yl] methyl 
5 2,2-dimethylpropionate by the same procedure described in Example 384-(b). 

r7-(2-Chlorophenyl V3-(2,2-dimethvlpropionvloxvmethyl)-2,6-dioxo-2,3 ,6,7-tetrahydropurin- 1 -y 
11 methyl 2,2-dimethyl propionate 

The title compound was obtained using 
10 [3-(2,2-dimethylpropionyloxymethyl)-2,6-dioxo-2,3,6,7-tetrahydropurin-l-yl] methyl 
2,2-dimethyl propionate by the same procedure described in Example 373-(d). 
l H-NMR(CDCl 3 ) 

5: 1.16 (s, 9H) 1.22 (s, 9H) 5.99 (s, 2H) 6.19 (s, 2H) 7.42-7.52 (m, 3H) 7.58-7.61 (m, 
1H) 7.73 (s, 1H) 
15 (f) t-Butyl 

4-r7-(2-chlorophenyl)-l ,3-bis-(2.2-dimethylpropionyloxymethyl)-2,6-dioxo-2,3,6J-tetrahydro-l 
H-purin-8-vl] piperazine- 1 -carboxylate 

The title compound was obtained using 
[7-(2-chlorophenyl)-3-(2,2-dimethylpropi 
20 ] methyl 2,2-dimethyl propionate by the same procedure described in Example 3 73 -(e) and (f). 

1 H-NMR(CDC1 3 ) 

5: 1.16 (s, 9H) 1.23 (s, 9H) 1.44 (s, 9H) 3.20-3.35 (m, 4H) 3.32-3.37 (m, 4H) 5.92 (s, 
2H) 6.09 (s, 2H) 7.41-7.49 (m, 2H) 7.52-7.57 (m, 2H) 
(g) t-Butyl 

25 4-r7-(2-chlorophenvlM-(2,2-dimethylprop 
in-8-yll piperazine- 1 -carboxylate 
2.227 g of t-butyl 

4-[7-(2-chlorophenyl)- 1 ,3-bis-(2,2-dimethylpropionyloxymethyl)-2 5 6-dioxo-2,3 ,6,7-tetrahydro-l 
H-purin-8-yl] piperazine- 1 -carboxylate was dissolved in a mixture containing 10 mL of 
30 tetrahydrofuran and 20 mL of methanol, and 0.5 1 8 mL of 1 ,8-diazabicyclo[5,4 5 0] undec-7-ene 
was then added. The resulting mixture was stirred at room temperature overnight. IN 
hydrochloric acid was added to the reaction solution. The resulting precipitated solid was 
collected by filtration and dried, to give 1 .025 g of the title compound. 
1 H-NMR(CDCl3) 

35 8: 1.16 (s, 9H) 1.44 (s, 9H) 3.22-3.24 (m, 4H) 3.33-3.35 (m, 4H) 5.90 (s, 2H) 7.43-7.47 

(m, 2H) 7.51-7.57 (m, 2H) 8.71 (brs, 1H) 
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(h) 7-(2-Chlorophenyl)-3-ethvl-8-(piperazin-l-vlV3,7-dihvdropurine'2.6-dione trifluoroacetate 

8 mg of t-butyl 
4-[7-(2-chlorophenyl)-l-(2,2-dimethylpropionylox^ 

in-8-yl] piperazine-l-carboxylate was dissolved in 0.3 mL of N,N-dimethylformamide, and 0.05 
5 mL of iodoethane and 20 mg of potassium carbonate were then added. The resulting mixture 
was stirred at 50°C overnight. Ethyl acetate was added to the reaction solution, and the mixture 
was washed with water. The organic layer was concentrated. The residue was dissolved in 
methanol, and then 5 mg of sodium hydride was added. The mixture was stirred at room 
temperature for 3 hours. The reaction solution was neutralized with IN hydrochloric acid, and 
10 then extracted with ethyl acetate. The solvent was concentrated. The residue was dissolved in 
trifluoroacetic acid, and then the solution was concentrated. The residue was purified by 
reverse phase high performance liquid chromatography to give 4.49 mg of the title compound. 
MS mle (ESI) 375(MH + -CF 3 COOH) 

15 Example 386 

7-(2-Chlorophenvn-3-(2-oxo-2-phenethvl)-8-(piperazin-l-vl)-3,7-dihvdropurine-2.6-dione 
trifluoroacetate 

The title compound was obtained using phenacyl bromide by the same procedure 
described in Example 385-(h). 
20 MS mle (ESI) 465(MH + -CF 3 COOH) 

Example 387 

7-(2-Chlorophenvl)-3-(2-oxotetrahvdroto 

e trifluoroacetate 
25 Example 388 

2-r7-(2-Chlorophenvl)-2,6-dioxo-8-(piper^ 

ylic acid trifluoroacetate 

7-(2-chlorophenyl)-3-(2-oxotetrahydrofuran-3-yl)-8-(piperazin-l-yl)-3,7-dihydropurine- 

2,6-dione trifluoroacetate [MS mle (ESI) 431(MH + -CF 3 COOH)] and 
30 2-[7-(2-chlorophenyl)-2,6-dioxo-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurine-3-yl]-4-hydroxybut 

ylic acid trifluoroacetate [MS mle (ESI) 449(MH + -CF 3 COOH)] were obtained using 

a-bromo-y-butyrolactone by the same procedure described in Example 385-(h). 

Example 389 

35 2-[7-(2-Chlorophenyl)-2,6-dioxo-8-(piperazin-l -vl)-L2,6,7-tetrahvdropurin-3-vn acetamide 
trifluoroacetate 
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The title compound was obtained using 2-bromoacetamide by the same procedure 
described in Example 385-(h). 
1 H-NMR(d 6 -DMSO) 

5: 2.97-3.04 (m, 4H) 3.22-3.34 (m, 4H) 4.43 (s, 2H) 7.18 (brs, 1H) 7.49-7.59 (m, 2H) 
5 7.62 (s, 1H) 7.66-7.71 (m, 2H) 10.90 (s, 1H) 
MS m/e (ESI) 404(MH + -CF 3 COOH) 

Example 390 

r7-(2-Chlorophenvl> 1 -methyl-2,6-dioxo-8-(piperazin- 1 -yl> 1 ,2,6,7-tetrahydropurin-3-yl1 acetic 
10 acid trifluoroacetate 

(a) t-Butvl 

4-r7-(2-chlorophenvn-3-carboxvmethyl-l-methvl-2,6-dioxo-2,3,6,7-tetrahvdro-lH-purin-8-vl1 
piperazine- 1 -carboxylate 
87 mg of t-butyl 

1 5 4-[7-(2-chlorophenyl)-3-methoxycarbonylmethyl- 1 -methyl-2,6-dioxo-2,3,6,7-tetrahydro- 1 H-puri 
n-8-yl] piperazine- 1 -carboxylate was dissolved in 2 mL of methanol, and 0.2 mL of an aqueous 
solution of 5N-sodium hydroxide was then added. The resulting mixture was stirred at room 
temperature for two hours, and then neutralized with IN hydrochloric acid. The mixture was 
extracted with ethyl acetate. The organic layer was dried over anhydrous magnesium sulfate, 

20 and filtered. The solvent was distilled off to give the title compound. 

(b) r7-(2-ChlorophenvlV 1 -methvl-2.6-dioxo-8-(piperazin- 1 -ylV 1 ,2 A7-tetrahvdropurin-3-vll 
acetic acid trifluoroacetate 

26 mg of t-butyl 

4-[7-(2-cUorophenyl)-3-carboxymethyl-l-methyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
25 piperazine- 1 -carboxylate was dissolved in trifluoroacetic acid, and the mixture was concentrated. 
The residue was purified by reverse phase high performance liquid chromatography to give 
10.73 mg of the title compound. 
1 H-NMR(d 6 -DMSO) 

5: 3.15-3.18 (m, 4H) 3.26 (s, 3H) 3.46-3.49 (m, 4H) 4.80 (s, 2H) 7.50-7.59 (m, 2H) 
30 7.63-7.68 (m, 2H) 

MS m/e (ESI) 419(MH + -CF 3 COOH) 

Example 391 

2-r7-(2-ChlorophenvlM-methvl-2,6-dioxo 
35 acetamide trifluoroacetate 
(aU-Butvl 
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447-(2-chlorophenvlV3-acet^ 
piperazine- 1 -carboxvlate 
53 mg of t-butyl 
4-[7-(2-chlorophenyl)-3-carboxymethyl-l-m^ 
5 piperazine- 1 -carboxylate was dissolved in 1 mL of tetrahydrofuran, and then 0.03 mL of 

triethylamine and 0.015 mLof ethyl chlorocarbonate were added. The resulting mixture was 
stirred at room temperature for 15 minutes, and 0.1 mL of an aqueous solution of 30% ammonia 
was then added. The reaction solution was diluted with ethyl acetate, and washed with water 
and IN hydrochloric acid. The organic layer was dried over anhydrous magnesium sulfate and 
10 filtered. The solvent was distilled off to give 53 mg of the title compound, 
(b) 247-(2-Chlorophenviyi-methvl-2,6-d^ 
acetamide trifluoroacetate 
53 mg of t-butyl 

4-[7-(2-chlorophenyl)-3-acetamide-l-methyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
15 piperazine- 1 -carboxylate was dissolved in trifluoroacetic acid, and the solution was concentrated. 
The residue was purified by reverse phase high performance liquid chromatography to give 
23.3 1 mg of the title compound. 
1 H-NMR(d 6 -DMSO) 

5: 3.15-3.18 (m, 4H) 3.26 (s, 3H) 3.45-3.48 (m, 4H) 4.76 (s, 2H) 7.50-7.59 (m, 2H) 
20 7.62-7.68 (m, 2H) 

MS m/e (ESI) 418(MH + -CF 3 COOH) 

Example 392 

f7-f 2-Chloroph envl)-2,6-dioxo-8-( piperazin- 1 -vlV 1 .2.6,7-tetrahvdropurine-3 -vll acetic acid 
25 trifluoroacetate 

The title compound was obtained using t-butyl 

4-[7-(2-cMorophenyl)-3-methoxycarbonylmethyl-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
piperazine- 1 -carboxylate by the same procedure described in Example 390-(a) and (b). 
MS m/e (ESI) 405(MH + -CF 3 COOH) 

30 

Example 393 

r7-(2-Chloroph envlV2,6-dioxo-l-phene^ 
acetic acid trifluoroacetate 

The title compound was obtained using t-butyl 
35 4-[7-(2-chlorophenyl)-3-methoxycarbonylmethyl-2,6-dioxo-l-phenethyl-2,3,6,7-tetrahydro-lH 
urin-8-yl] piperazine- 1 -carboxylate by the same procedure described in Example 390-(a) and (b). 
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MS m/e (ESI) 509(MH + -CF 3 COOH) 
Example 394 

2-r7-(2-ChlorophenvlV2,6-dioxo- 1 -phenethyl-8-(piperazin- 1 -yl)- 1 ,2 A7-tetrahydropurin-3-vl1 
5 acetamide trifluoroacetate 

The title compound was obtained using t-butyl 
4-[7-(2-chlorophenyl)-3-carboxymeto^ 

] piperazine-l-carboxylate by the same procedure described in Example 391 -(a) and (b). 
MS m/e (ESI) 508(MH + -CF 3 COOH) 

10 

Example 395 

r7-(2-Chlorophenvn-l-methyl-8-(piperazin-l-yl)l-3,7-dihvdropurine-2,6-dione trifluoroacetate 

(a) r7-Benzyl-2,6-dioxo-K2,6,7-tetrahydropurin-3-yl1 methyl 2,2-dimethylpropionate 

8.66 g of 7-benzyl xanthine was dissolved in 300 mLof N,N-dimethylformamide, and 
1 5 then L57 g of sodium hydride and 7.7 mL of chloromethylpivalate were added. The resulting 
mixture was stirred at room temperature overnight. The reaction solution was diluted with 
ethyl acetate, and then washed with water and IN hydrochloric acid. The organic layer was 
dried over anhydrous magnesium sulfate, and filtered. The solvent was distilled off. The 
residue was purified by silica gel column chromatography. Thus, 2.66 g of the title compound 
20 was obtained from a fraction eluted with 1:1 hexane-ethyl acetate. 
'H-NMRXCDCb) 

5: 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 8.18 (s, 1H) 

(b) r7-BenzvM-methyl-2,6-dioxo-1.2,6 <> 7-tetrahydropurin-3-yl1 methyl 2,2-dimethylpropionate 

2.66 gof [7-benzyl-2,6-dioxo-l,2,6,7-tetrahydropurin-3-yl] methyl 
25 2,2-dimethylpropionate was dissolved in 30 mL of N,N-dimethylformamide, and then 1 .6 g of 
potassium carbonate and 1 mL of iodomethane were added. The resulting mixture was stirred 
at room temperature overnight. The reaction solution was diluted with ethyl acetate, and 
washed with water and IN hydrochloric acid. The organic layer was dried over anhydrous 
magnesium sulfate, and filtered. The solvent was distilled off. The residue was triturated with 
30 toluene to give 2. 16 g of the title compound. 
'H-NMR^CDCls) 

5: 1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 7.57 (s, 1H) 

(c) ri-Methvl-2,6-dioxo-L2,6,7-tetrahydropurin-3-yn methyl 2,2-dimethylpropionate 

2.16 g of the title compound was obtained using 
35 [7-benzyl-l -methyl-2,6-dioxo-l ,2,6,7-tetrahydropurine-3-yl] methyl 2,2-dimethylpropionate by 
the same procedure described in Example 385-(d). 
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l H-NMR(CDCl 3 ) 

5: 1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H) 

(d) [7-(2-Chlorophenvl)-l-methvl-2,6-dioxo-l,2,6J-tetrahvdropurine-3'vn methyl 
2,2-dimethylpropionate 

5 The title compound was obtained using 

[l-methyl-2,6-dioxo-l,2,6,7-tetrahydropurine-3-yl] methyl 2,2-dimethylpropionate by the same 
procedure described in Example 385-(e). 

(e) t-Butyl 

4-F7-(2-chlorophenyl)-3-(2.2-dimethyl-propionylox^ 
10 dro- 1 H-purin-8- yl] piperazine- 1 -carboxylate 

The title compound was obtained using 
[7-(2-chlorophenyl)-l-methyl-2,6-dioxo-l ? 2 5 6,7-tetrahydropurine-3-yl] methyl 
2,2-dimethylpropionate by the same procedure described in Example 385-(f). 

(f) t-Butvl 447^2-chlorophenvn-l-methvl-2,6-dioxo-23,6,7-tetrahvdro-lH-purin-8-yl1 
15 piperazine- 1 -carboxylate 

The title compound was obtained using t-butyl 4-[7-(2-chlorophenyl)-3-(2,2- 
dimethyl-propionyloxymethyl)-l-methyl-2,6-dioxo-2,3,6 5 7-tetrahydro-lH-purin-8-yl] 
piperazine- 1 -carboxylate by the same procedure described in Example 373-(e). 

1 H-NMR(d 6 -DMSO) 

20 5: 1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (dt, J=1.6, 7.6Hz, 

1H) 7.53 (dt, J=2.0, 7.6Hz, 1H) 7.63 (dd, J=2.0, 8.0Hz, 1H) 7.65 (dd, J=1.6, 8.0Hz, 1H) 

(g) 7-(2-Chlorophenyl)-l-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione trifluoroacetate 

The title compound was obtained using t-butyl 4-[7-(2-chlorophenyl)-l -methyl 
-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] piperazine- 1 -carboxylate by the same procedure 
25 described in Example 391 -(b). 

] H-NMR(d 6 -DMSO) 

5: 2.95-3.03 (m, 4H) 3.14 (s, 3H) 3.23-3.34 (m, 4H) 7.49-7.62 (m, 2H) 7.66-7.71 (m, 
2H) 10.90 (s, 1H) 

MS m/e (ESI) 361(MH + -CF 3 COOH) 

30 

Example 396 

7-(2-ButvnvO-3-ethvl-l -methyl-8-fpiperazin-l -vD-3.7- dihydropurine-2,6-dione trifluoroacetate 
(a) r7-(2-Butynyl)~ 1 -methyl-2,6-dioxo- 1 ,2 A7-tetrahvdropurin-3- vll methyl 
2,2-dimethylpropionate 
35 1.871 g of [l-methyl-2,6-dioxo-l,2,6,7-tetrahydropurin-3-yl] methyl 

2,2-dimethylpropionate was dissolved in 30 mL of N,N-dimethylformamide, and then 1.5 g of 
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potassium carbonate and 0.7 mL of 2-butynyl bromide were added. The resulting mixture was 
stirred at room temperature overnight. The reaction solution was diluted with ethyl acetate, and 
washed with water and IN hydrochloric acid. The organic layer was dried over anhydrous 
magnesium sulfate, and filtered. The solvent was distilled off. The residue was purified by 
5 silica gel column chromatography. Thus, 2.12 g of the title compound was obtained from a 
fraction eluted with 3:2 hexane-ethyl acetate. 

(b) 7-(2-Butvnyl)-l -methvl-3,7-dihydropurine-2,6-dione 

The title compound was obtained using 
[7-(2-butynyl)-l-methyl-2,6-dioxo-l,2,6,7-tetrahydropurine-3-yl] methyl 2,2-dimethylpropionate 
10 by the same procedure described in Example 395-(f). 
^-NMRCCDCh) 

8: 1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10.62 (s, 1H) 

(c) t-Butvl 4-r7-(2-butvnvn-l-methvl-2,6-dioxo-23,6J-tetrahvdro-lH-purin-8-vl1 
piperazine- 1 -carboxvlate 

1 5 The title compound was obtained using 

7-(2-butynyl)-l-methyl-3,7-dihydropurine-2,6-dione by the same procedure described in 
Example 395-(e). 

1 H-NMR(CDCl3) 

5: 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.58-3.60 (m, 4H) 
20 4.87 (s, 2H) 9.68 (s, 1H) 

(d) 7-(2-Butvnvl)-3-ethyl-l-methvl-8-(piperazin-l-vl)-3,7-dihydropurine-2,6-dione 
trifluoroacetate 

The title compound was obtained using t-butyl 
4-[7-(2-butynyl)- 1 -methyl-2,6-dioxo-2,3 ,6,7-tetrahydro- 1 H-purin-8-yl] piperazine- 1 -carboxylate 
25 by the same procedure described in Example 385-(h). 
MS mle (ESI) 331(MH + -CF 3 COOH) 

Example 397 

7-(2-Butvnvl)-3 -benzyl- 1 -methvl-8-(piperazin-l - vD-3 J-dihydropurine-2,6-dione trifluoroacetate 
30 The title compound was obtained using benzyl bromide by the same procedure 

described in Example 396-(d). 
^-NMRCCDCls) 

5: 1.83 (t, J=2.4Hz, 3H) 3.03-3.06 (m, 4H) 3.38 (s, 3H) 3.38-3.41 (m, 4H) 4.84 (q, 
J=2.4Hz, 2H) 5.21 (s, 2H) 7.26-7.30 (m, 3H) 7.52-7.54 (m, 2H) 
35 MS mle (ESI) 393(MH + -CF 3 COOH) 
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Example 398 

Methyl f7-(2-butynylM -methyl -2,6-dioxo-8-(piperazin-l-vl)-K2,6,7-tetrahvdropurin-3-vll 
acetate trifluoroacetate 

The title compound was obtained using methyl bromoacetate by the same procedure 
5 described in Example 396-(d). 

1 H-NMR(CDC1 3 ) 

5: 1.84 (t, J=2.4Hz, 3H) 3.00-3.03 (m, 4H) 3.34-3.36 (m, 4H) 3.40 (s, 3H) 3.79 (s, 3H) 
4.78 (s, 2H) 4.84 (q, J=2.4Hz, 2H) 

MS m/e (ESI) 375(MH + -CF 3 COOH) 

10 

Example 399 

7-(2-BuUaivlV3-cyclobutyl-l-methyl-8-(piperazin-l-yl > )-3,7-dihydropurine-2,6-dione 
trifluoroacetate 

8 mg of t-butyl 4-[7-(2-butynyl)-l-methyl-2 5 6-dioxo-2 ? 3 ? 6 ? 7-tetrahydro-lH-purin-8-yl] 
15 piperazine-l-carboxylate was dissolved in 0.4 mL of N,N-dimethylformamide, and then 10 mg 
of potassium carbonate and 0.01 mL of cyclobutyl bromide were added. The resulting mixture 
was stirred at 50°C overnight. The reaction solution was diluted with ethyl acetate. The 
organic layer was concentrated. The residue was dissolved in trifluoroacetic acid and the 
solution was concentrated. The residue was purified by reverse phase high performance liquid 
20 chromatography, to give 3.72 mg of the title compound. 
MS m/e (ESI) 357(MH + -CF 3 COOH) 

Example 400 

7-(2-Butvnvl)-3-(2-tetrahydrofuranyl)methyl- 1 -methyl-8-(piperazin- 1 - vD-3,7-dihydropurine-2.6- 
dione trifluoroacetate 

The title compound was obtained using 2-bromomethyl tetrahydrofuran by the same 
procedure described in Example 399. 
'H-NMR^CDCIb) 

8: 1.70-1.77 (m, 1H) 1.84 (t, J=2.4Hz, 3H) 1.88-1.93 (m, 1H) 1.97-2.06 (m, 2H) 
3.01-3.04 (m, 4H) 3.34-3.36 (m, 4H) 3.39 (s, 3H) 3.77 (dd, J=8.4, 14.0Hz, 1H) 3.92-3.97 (m, 
2H) 4.19 (dd, J=8.4, 13.6Hz, 1H) 4.45-4.50 (m, 1H) 4.83 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 387(MH + -CF 3 COOH) 

Example 401 

35 2-r7-(2-Butynyl)-l-methyl-2.6-dioxo-8-(piperazin-l-ylVK2 % 6 % 7-te1rahydropurin-3-yll acetamide 
trifluoroacetate 
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The title compound was obtained using 2-bromoacetamide by the same procedure 
described in Example 399. 
'H-NMR(CDC1 3 ) 

5: 1.68 (t, J=2.4Hz, 3H) 3.15-3.19 (m, 4H) 3.23 (s, 3H) 3.46-3.51 (m, 4H) 4.55 (s, 2H) 
5 4.71 (q, J=2.4Hz, 2H) 6.00 (br, 1H) 6.91 (br, 1H) 
MS mle (ESI) 360(MH + -CF 3 COOH) 

Example 402 

Methyl r7-(2-butynvlVl -methyl -2.6-dioxo-8-(piperazin-l-ylM.2A7-tetrahydropurin-3-vl1 
10 phenylacetate trifluoroacetate 

The title compound was obtained using methyl 2-bromophenyl acetate by the same 
procedure described in Example 399. 
'H-NMR(CDC1 3 ) 

5: 1.83 (t, J=2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.36-3.38 (m, 4H) 3.37 (s, 3H) 3.80 (s, 3H) 
1 5 4.82 (q, J=2.4Hz, 2H) 6.50 (s, 1H) 7.30-7.32 (m, 3H) 7.65-7.67 (m, 2H) 
MS mle (ESI) 45 1 (MH + -CF 3 COOH) 

Example 403 

7-(2-ButvnvlV3-propyl-l-methvl-8-(piperazin-l-yl)-3.7-dihydropurine-2,6-dione trifluoroacetate 
20 The title compound was obtained using iodopropane by the same procedure described in 

Example 399., 

MS mle (ESI) 345(MH + -CF 3 COOH) 

Example 404 

25 7-(2-Butvnvl)-3-(2-oxo-2-phenethvl)-l-methvl-8-(piperazin-l-yl)-3 t 7-dihvdropurine-2,6-dione 
trifluoroacetate 

The title compound was obtained using phenacyl bromide by the same procedure 
described in Example 399. 
'H-NMR(CDC1 3 ) 

30 5: 1.85 (t, J=2.4Hz, 3H) 2.96-2.99 (m, 4H) 3.28-3.31 (m, 4H) 3.41 (s, 3H) 4.85 (q, 

J=2.4Hz, 2H) 5.48 (s, 2H) 7.50-7.54 (m, 2H) 7.61-7.65 (m, 1H) 8.02-8.05 (m, 2H) 
MS mle (ESI) 421(MH + -CF 3 COOH) 

Example 405 

35 Ethyl 2-r7-r2-butvnvn-l-methvl-2.6-dioxo-8-(piperazin-l-vn-1.2.6.7-tetrahvdropurin-3-vn 
propionate trifluoroacetate 
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The title compound was obtained using ethyl 2-bromopropionate by the same procedure 
described in Example 399. 
^-NMRCCDCls) 

5: 1.23 (t, J=7.2Hz, 3H) 1.70 (d, J=7.2Hz, 3H) 1.84 (t, J=2.4Hz, 3H) 3.00-3.03 (m, 4H) 
5 3.33-3.37 (m, 4H) 3.38 (s, 3H) 4.15-4.25 (m, 2H) 4.85 (q, J=2.4Hz, 2H) 5.43 (q, J=7.2Hz, 1H) 
MS mle (ESI) 403(MH + -CF 3 COOH) 

Example 406 

7-(2-Butvnvn-3-(2-oxo-tetrahydrofuran-3-ylV 1 -methyl-8-(piperazin-l -yQ-3,7-dihydropurine-2,6 
-dione trifluoroacetate 

The title compound was obtained using a-bromo-y-butyrolactone by the same procedure 
described in Example 399. 
'H-NMRCCDCls) 

5: 1.84 (t, J=2.4Hz, 3H) 2.59-2.68 (m, 1H) 2.69-2.91 (m, 1H) 3.01-3.03 (m, 4H) 
3.34-3.37 (m, 5H) 3.38 (s, 3H) 4.39-4.45 (m, 1H) 4.68 (dt, J=2.8, 9.2Hz, 2H) 4.84 (br, 2H) 
MS mle (ESI) 387(MH + -CF 3 COOH) 

Example 407 

7-(2-Butynvn-3-(2-ethoxyethyl)-l-methyl-8-(piperazin-l-yn-3,7-dihydropurine-2,6-dione 
trifluoroacetate 

The title compound was obtained using 2-ethoxyethyl bromide by the same procedure 
described in Example 399. 
^-NMRCCDCh) 

5: 1.16 (t, J=7.2Hz, 3H) 1.83 (t, J=2.4Hz, 3H) 3.01-3.06 (m, 4H) 3.33-3.46 (m, 4H) 3.39 
(s, 3H) 3.58 (q, J=7.2Hz, 2H) 3.77 (t, J=6.0Hz, 2H) 4.26 (t, J=6.0Hz, 2H) 4.85 (q, J=2.4Hz, 2H) 
MS mle (ESI) 375(MH + -CF 3 COOH) 

Example 408 

7-(2-Butynyl)-3-isopropyl-l-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione 
30 trifluoroacetate 

The title compound was obtained using 2-iodopropane by the same procedure described 
in Example 399. 

MS mle (ESI) 345 (MH + -CF 3 COOH) 

35 Example 409 

7-(2-ButynylV 3 -(3 ,3 -dimethyl-2-oxobutyD- 1 -methyl-8-(piperazin- 1 -yl)-3 ,7-dihydropurine-2.6-di 
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one trifluoroacetate 

The title compound was obtained using 1-bromopinacolone by the same procedure 
described in Example 399. 

MS m/e (ESI) 401(MH + -CF 3 COOH) 

Example 410 

7-(2-Butvnvl)-l-methvl-3-(2-oxopvrrolidin-3-vl)-8-(piperazin-l-vlV3 ,7-dihvdropurine-2,6-dione 
hydrochloride 

The title compound was obtained using 3-bromo-2-oxopyrrolidine by the same 
procedure described in Example 399. 
! H-NMR(d6-DMSO) 

5: 1.80 (t, J=2Hz, 3H) 2.32-2.48 (m, 2H) 3.17 (s, 3H) 3.20-3.55 (m, 10H) 4.96 (q, 
J=2Hz, 2H) 5.14 (t, J=10Hz) 7.94 (brs, 1H) 9.04 (brs, 2H) 

Example 411 

7-(2-Butvnvn-3-(2-ethoxvethvl)-8-(piDerazin- 1 -ylV3,7-dihydropurine-2,6-dione trifluoroacetate 
(a)t-Butvl 

4-r7-q-butvnvlM3-bis-(2.2-dimethvlp^^^ 
in-8-vl] piperazine-l-carboxvlate 

A mixture containing 1 .0 g of 
[3-(2,2-dimethylpropionyloxymethyl)-2,6-dioxo-2 ? 3,6 ? 7-tetrahydropurin-l-yl] methyl 
2,2-dimethylpropionate, 0.28 mL of 1 -bromo-2-butyne, 0.73 g of anhydrous potassium carbonate, 
and 1 5 mL of N,N-dimethylformamide was stirred at room temperature for two hours. The 
reaction solution was extracted with ethyl acetate-water. The organic layer was washed with 
water and saturated sodium chloride solution, and then dried over anhydrous magnesium sulfate. 
The liquid was concentrated under reduced pressure. The residue was purified by silica gel 
column chromatography using 20-30% ethyl acetate/hexane, to give 1 .06 g of 
[7-(2-butynyl)-3-(2,2-dimethylpropionyloxymethyl)-2 5 6-dioxo-2,3,6,7-tetrahydropurin-l-yl^ 
methyl 2,2-dimethylpropionate. 

The whole quantity of the compound was combined with 390 mg of 
N-chlorosuccinimide and 5 mL of N,N-dimethylformamide. The mixture was stirred at room 
temperature for one hour. The reaction solution was extracted with ethyl acetate-water. The 
organic layer was washed with water and saturated sodium chloride solution, and then dried over 
anhydrous magnesium sulfate. The liquid was concentrated under reduced pressure. The 
residue was purified by silica gel column chromatography using 20-30% ethyl acetate/hexane to 
give 1.18 gof 
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[7-(2-butynyl)-8-chloro-3-(2,2-dimethylpro^ 
1-yl] methyl 2,2-dimethylpropionate. 

The whole quantity of the compound was combined with 1 .4 g of t-butyl 
piperazine-l-carboxylate, and the mixture was stirred at 1 50°C in an oil bath while being stirred 
5 for 30 minutes. The reaction solution was purified by silica gel column chromatography using 
20-30% ethyl acetate/hexane to give 1.34 g of the title compound. 

1 H-NMR(CDC1 3 ) 

8: 1.18 (s, 18H) 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.36 (t, J=5Hz, 4H) 3.58 (t, J=5Hz) 
4.86 (q, J=2Hz, 2H) 6.02 (s, 2H), 6.03 (s, 2H) 
10 (b) t-Butvl 

4-r7-(2-but\oivn-l-(2,2-dim^ 
vll piperazine-l-carboxvlate 

0.63 g of t-butyl 
4-[7-(2-butynyl)-l,3-bis-(2,2-dimethy^^ 
1 5 in-8-yl] piperazine- 1 -carboxylate was dissolved in a mixed solvent of 4 mL of tetrahydrofuran 
and 2 mL of methanol, and then 0.1 8 mL of diazabicyclo[5.4.0]undecene was added. The 
resulting mixture was stirred at room temperature overnight. The reaction solution was 
concentrated. The residue was purified by silica gel column chromatography. Thus, 0.29 g of 
the title compound was obtained from a fraction eluted with hexane-ethyl acetate (1 :5). 
20 1 H-NMR(CDC1 3 ) 

5: 1.19 (s, 9H) 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37-3.39 (m, 4H) 3.58-3.60 (m, 4H) 
4.86 (q, J=2.4Hz, 2H) 6.00 (s, 2H) 9.08 (s, 1H) 

(c) 7-(2-Butvnvl)-3-(2-ethoxvethvl)-8-(piperazin-l-vl > )-3,7-dihvdropurine-2,6-dione 
trifluoroacetate 

25 50 mg of t-butyl 

4-[7-(2-butynyl)- 1 -(2,2-dimethylpropionyloxymethyl)-2,6-dioxo-2,3 ,6,7-tetrahydro- 1 H-purin-8- 
yl] piperazine-l-carboxylate and 15 mg of potassium carbonate were dissolved in 1.2 mL 
N,N-dimethylformamide, and then 12 |uL of 2-bromoethyl ethyl ether was added. The resulting 
mixture was stirred at 60°C for two hours, and then diluted with ethyl acetate and washed with 

30 water. The liquid was dried over anhydrous magnesium sulfate. The organic layer was 

concentrated. The residue was purified by silica gel column chromatography. Thus, t-butyl 
4-[7-(2-butynyl)-l-(2,2-dimethylpro 

ydro-lH-purin-8-yl] piperazine-l-carboxylate was obtained from a fraction eluted with 
hexane-ethyl acetate (2:1). Then, the resulting t-butyl 
35 4-[7-(2-butynyl)-l-(2,2-dimethylpropionyloxymethyl)-3-(2-ethoxyethyl)-2,6-dioxo-23 

ydro-lH-purin-8-yl] piperazine-l-carboxylate was dissolved in a mixed solvent of 1.0 mL of 
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tetrahydrofuran and 0.5 mL of methanol, and then 5 mg of sodium hydride was added. The 
resulting mixture was stirred at room temperature for 1 hour. The reaction solution was 
neutralized with 2N hydrochloric acid, and extracted with ethyl acetate. Then, the organic layer 
was dried over anhydrous magnesium sulfate. The solvent was distilled off to give t-butyl 
5 4-[7-(2-butynyl)-3-(2-ethoxyethyl)-2,6-^^^ 

piperazine- 1 -carboxylate. A 1/4 equivalent of the resulting t-butyl 
4-[7-(2-butynyl)-3-(2-ethoxyethyl)-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 
piperazine- 1 -carboxylate was dissolved in 0.5 mL of trifluoroacetic acid, and the mixture was 
stirred at room temperature for 30 minutes. The solvent was distilled off. Then, a half aliquot 
1 0 of the residue was purified by HPLC using a reverse-phase column with 

water-acetonitrile-trifluoroacetic acid as the solvent for elution, to give 3.2 mg of the title 
compound. 

MS mle (ESI) 361(MH + -CF 3 COOH) 

15 Example 412 
Methyl 

r7-(2-butvnvlV3-(2-ethoxveth^^ 
acetate trifluoroacetate 

A 1/4 equivalent of t-butyl 

20 4-[7-(2-butynyl)-3-(2-ethoxyethyl)-2,6-dioxo-2,3,6,7-tetrahydro-lH-purin-8-yl] 

piperazine- 1 -carboxylate obtained in Example 411 -(c) and 7 mg of potassium carbonate were 
dissolved in 0.8 mL of N,N-dimethylformamide, and 10 juL of methyl bromoacetate was then 
added. The resulting mixture was stirred at room temperature overnight, and then diluted with 
ethyl acetate and washed with water. The liquid was dried over anhydrous magnesium sulfate. 

25 The organic layer was concentrated, and then the residue was dissolved in 0.5 mL of 

trifluoroacetic acid. The mixture was stirred at room temperature for 30 minutes. The solvent 
was distilled off, and a half aliquot of the residue was purified by HPLC using a reverse-phase 
column with water-acetonitrile-trifluoroacetic acid as the elution solvent, to give 3.2 mg of the 
title compound. 

30 MS mle (ESI) 433(MH + -CF 3 COOH) 

Example 413 

7-(2-Butvnvl>3- (2-ethoxvethy^ 
6-dione trifluoroacetate 

35 The title compound was obtained using 2-bromoacetophenone by the same procedure 

described in Example 412. 
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MS mle (ESI) 479(MH + -CF 3 COOH) 

Example 414 
Methyl 

5 r7-(2-butvnvn-l-(2-ethoxvethvn-2,6-dioxo-8-(piperazin-l-yl)- L2A7-tetrahvdropurin-3-vn 
acetate trifluoroacetate 
(a) t-butyl 

4-r7-(2-butvnvl)-3-(2.2-dimethylprop^ 
yl] piperazine-l-carboxvlate 

10 1.1 g of t-butyl 4-[7-(2-butynyl)-2,6-dioxo-2 ) 3,6 > 7-tetrahydro-lH-purin-8-yl] 

piperazine-l-carboxylate and 0.43 g of potassium carbonate were dissolved in 15 mL of 
N,N-dimethylformamide. Then, 0.60 mL of chloromethylpivalate was added to the mixture on 
ice. The resulting mixture was stirred at room temperature overnight, and then diluted with 
ethyl acetate and washed with water. The resulting insoluble white solid was collected by 

15 filtration and washed with a mixed solution of hexane and ethyl acetate (1:1), to give 0.57 g of 
the title compound. 

'H-NMR^CDCls) 

5: 1.18 (s, 9H) 1.49 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.33-3.36 (m, 4H) 3.57-3.59 (m, 4H) 
4.84 (q, J=2.4Hz, 2H) 5.99 (s, 2H) 7.72 (s, 1H) 
20 (b) Methyl 

r7-(2-butvnvlM-(2-ethoxvethviy^^ 
acetate trifluoroacetate 

40 mg of t-butyl 

4-[7-(2-butynyl)-3-(2,2-dimethylpropionyloxymethyl)-2,6-dioxo-2,3,6,7-tetrahydro 
25 yl] piperazine-l-carboxylate and 17 mg of potassium carbonate were dissolved in 1 .5 mL of 

N,N-dimethylformamide, and then 14 jaL of 2-bromoethyl ethyl ether was added. The resulting 
mixture was stirred at 60°C for 5 hours, and then diluted with ethyl acetate and washed with 
water. The liquid was dried over anhydrous magnesium sulfate. The solvent was distilled off, 
and the residue was purified by silica gel column chromatography. Thus, t-butyl 
30 4-[7-(2-butynyl)-3-(2,2-dimethylpro^ 

ydro-lH-purin-8-yl] piperazine-l-carboxylate was obtained from a fraction eluted with 
hexane-ethyl acetate (1:1). Then, the resulting t-butyl 
4-[7-(2-butynyl)-3-(2,2-dimethylpro 

ydro-lH-purin-8-yl] piperazine-l-carboxylate was dissolved in a mixed solvent of 1.0 mL of 
35 tetrahydrofuran and 0.5 mL of methanol, and 5 mg of sodium hydride was then added. The 
resulting mixture was stirred at room temperature for 1 hour. The reaction solution was 
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neutralized with 2N hydrochloric acid, and extracted with ethyl acetate. Then, the organic layer 
was dried over anhydrous magnesium sulfate, and the solvent was distilled off. The resulting 
residue was dissolved in 1 mLof N,N-dimethylformamide, and 10 mg of potassium carbonate 
and 10 jliL of methyl bromoacetate were then added. The resulting mixture was stirred at room 
5 temperature for 2 hours, and then diluted with ethyl acetate and washed with water. The 

organic layer was concentrated, and the residue was dissolved in 0.5 mL of trifluoroacetic acid. 
The resulting mixture was stirred at room temperature for 30 minutes. The solvent was distilled 
off, and then a half aliquot of the residue was purified by HPLC using a reverse-phase column 
with water-acetonitrile-trifluoroacetic acid as the elution solvent, to give 6.2 mg of the title 
10 compound. 

MS mle (ESI) 433(MH + -CF 3 COOH) 

Example 415 
Methyl 

15 r7-(2-butvnvl)-2.6-dioxo-l -(2-oxo-2-phenvlethyl)-8-(piperazin-l -vl)-K2 A7-tetrahvdropurin-3-v 
11 acetate trifluoroacetate 

The title compound was obtained using 2-bromoacetophenone by the same procedure 
described in Example 414. 

MS mle (ESI) 479(MH + -CF 3 COOH) 

20 

Example 416 

Ethyl r7-(2-butvnyl)-2,6-dioxo- 1 -(2-phenethvl>8-(piperazin- 1 -vlV 1 .2 A7-tetrahvdropurin-3-vl1 
acetate hydrochloride 

(a) Ethyl (7-benzyl-2.6-dioxo-L2.6J-tetrahydropurine-3-yl) acetate 

25 A mixture containing 3 .0 g of 7-benzyl-3,7-dihydropurine-2,6-dione, 2.0 g of anhydrous 

potassium carbonate, and 60 mL of N,N-dimethylformamide was stirred at 40°C in an oil bath, 
and 1.5 g of ethyl bromoacetate was then added. The resulting mixture was stirred for four 
hours at 40°C . The reaction solution was diluted with ethyl acetate and water, and extracted 
with ethyl acetate. The organic layer was washed with water and saturated sodium chloride 

30 solution, and then dried over anhydrous magnesium sulfate. The liquid was concentrated under 
reduced pressure. The residue was purified by silica gel column chromatography using 20-40% 
(20% 2-propanol/ethyl acetate)/hexane to give 1 .3 g of the title compound. 
1 H-NMR(CDC1 3 ) 

5: 1.28 (t, J=7Hz, 3H) 4.23 (q, J=7Hz, 2H) 4.78 (s, 2H) 5.04 (s, 2H) 7.31-7.39 (m, 5H) 
35 7.51 (s, 1H)8.01 (br.s, 1H) 

(b) Ethvl r7-be nzyl-l-(2-phenylethvlV2,6-dioxo-K2,6.7-tetrahvdropurine-3-vn acetate 
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A mixture containing 300 mg of ethyl 
(7-benzyl-2,6-dioxo-l,2,6,7-tetrahydropurine-3-yl) acetate, 250 mg of anhydrous potassium 
carbonate, 0.25 mL of 2-bromoethyl benzene, and 5 mL of N,N-dimethylformamide was stirred 
at 50°C in an oil bath for two hours. The reaction solution was diluted with ethyl acetate and 
5 water, and extracted with ethyl acetate. The organic layer was washed with water and saturated 
sodium chloride solution, and then dried over anhydrous magnesium sulfate. The liquid was 
concentrated under reduced pressure. The residue was purified by silica gel column 
chromatography using 10-20% (20% 2-propanol/ethyl acetate)/hexane to give 366 mg of the title 
compound. 

10 ! h-nmr(cdci3) 

8: 1.29 (t, J=7Hz, 3H) 2.95 (t, J=8Hz, 2H) 4.22 (t, J=8Hz, 2H) 4.24 (q, J=7Hz, 2H) 4.83 
(s, 2H) 5.48 (s, 2H) 7.17-7.39 (m, 10H) 7.49 (s, 1H) 
(c) Ethyl r7-(2-but\aivlV8-chloro-l-(2^ 
acetate 

15 A catalytic amount of 10% palladium carbon was added to a mixture containing 366 mg 

of ethyl [7-benzyl-l-(2-phenylethyl)-2,6-dioxo-l,2,6,7-tetrahydropurine-3-yl] acetate and 10 mL 
acetic acid. The resulting mixture was stirred under a hydrogen atmosphere at room 
temperature overnight. After the catalyst was removed by filtration, the liquid was 
concentrated under reduced pressure to give 320 mg of residue. The whole quantity of the 

20 concentrated residue was combined with 260 mg of anhydrous potassium carbonate, 0.1 mL of 
l-bromo-2-butyne, and 5 mL of N,N-dimethylformamide. The resulting mixture was stirred at 
room temperature for two hours. The reaction solution was diluted with ethyl acetate and water, 
and extracted with ethyl acetate. The organic layer was washed with water and saturated 
sodium chloride solution, and then dried over anhydrous magnesium sulfate. The liquid was 

25 concentrated under reduced pressure. The residue was purified by silica gel column 

chromatography using 20-30% ethyl acetate/hexane to give 290 mg of an oily material. The 
whole quantity of the oily material was combined with 3 mL of N,N-dimethylformamide and 
120 mg of N-chlorosuccinimide. The resulting mixture was stirred at room temperature for one 
hour. The reaction solution was extracted with ethyl acetate and water. The organic layer was 

30 washed with water and saturated sodium chloride solution, and then dried over anhydrous 

magnesium sulfate. The liquid was concentrated under reduced pressure. The residue was 
purified by silica gel column chromatography using 20-30% ethyl acetate/hexane, to give 273 
mg of the title compound. 

1 H-NMR(CDCl3) 

35 5: 1.31 (t, J=7Hz, 3H) 1.82 (t, J=2Hz, 3H) 2.94 (t, J=8Hz, 2H) 4.21 (t, J=8Hz, 2H) 4.25 

(q, J=7Hz, 2H) 4.78 (s, 2H) 5.09 (q, J=2Hz, 2H) 7.19-7.24 (m, 1H), 7.26-7.33 (m, 4H) 
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(d) t-Butvl 

4-r7-(2-butvnvl V3-ethoxvcarbonvlmethyl- 1 -( 2-phenylethyl)-2 <t 6-dioxo- 1 .2 A7-tetrahvdropurin-8 
-vll piperazine-l-carboxvlate 

A mixture containing 273 mg of ethyl 
5 [7-(2-butynyl)-8-chloro- 1 -(2-phenylethyl)-2,6-dioxo- 1 ,2,6,7-tetrahydropurin-3-yl] acetate and 
360 mg of t-butyl piperazine-l-carboxylate was heated at 150°C in an oil bath for 30 minutes. 
The reaction solution was purified by silica gel column chromatography using 20-30% ethyl 
acetate/hexane to give 320 mg of the title compound. 

'H-NMRCCDCb) 

10 5: 1.30 (t, J=7Hz, 3H) 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 2.93 (t, J=8Hz, 2H) 3.33 (t, 

J=5Hz, 4H) 3.57 (t, J=5Hz, 4H) 4.19 (t, J=8Hz, 2H) 4.25 (q, J=7Hz, 2H) 4.76 (s, 2H) 4.86 (q, 
J=2Hz, 2H) 7.19 (t, J=7Hz, 1H) 7.25-7.34 (m, 4H) 

(e) Ethvl 

r7-(2-butvnvlV2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -vlV 1 ,2 A7-tetrahvdropurin-3-vn acetate 
15 hydrochloride 

A mixture containing 27 mg of t-butyl 
4-[7-(2-butynyl)-3-ethoxycarbonylme 

-yl] piperazine-l-carboxylate and 0.25 mL of trifluoroacetic acid was stirred at room temperature 
for 30 minutes. The reaction solution was concentrated, and the residue was purified by 
20 reverse-phase column chromatography using 20-80% methanol/water (containing 0. 1 % 
concentrated hydrochloric acid), to give 1 7 mg of the title compound. 
1 H-NMR(d6-DMSO) 

5: 1.22 (t, J=7Hz, 3H) 1.82 (t, J=2Hz, 3H) 2.80 (t, J=8Hz, 2H) 3.22-3.28 (m, 4H) 
3.46-3.51 (m, 4H) 4.05 (t, J=8Hz, 2H) 4.17 (q, J=7Hz, 2H) 4.69(s, 2H) 4.96(q, J=2Hz, 2H) 
25 7.19-7.24 (m, 3H) 7.30 (t, J=7Hz, 2H) 

Example 417 

r7-(2-Butvnvn-2,6-dioxo- 1 -(2-phenethyl)-8-( piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3-vll acetic 

acid hydrochloride 
30 (f) t-Butvl 

4-r7-(2-butvnvl)-3-carboxvmethvl-l^ 

piperazine- 1 -carboxylate 

A mixture containing 190 mg of t-butyl 

4-[7-(2-butynyl)-3-ethoxycarbonylmethyl- 1 -(2-phenylethyl)-2,6-dioxo- 1 ,2,6,7-tetrahydropurin-8 
35 -yl] piperazine-l-carboxylate, 3 mL of ethanol, and 0.5 mL of lN-aqueous sodium hydroxide 

solution was stirred in an oil bath at 50°C for two hours. 0.55 mL of an aqueous solution of IN 
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hydrochloric acid was added to the reaction solution, and then extracted with ethyl acetate and 
water. The organic layer was washed with water and saturated sodium chloride solution, and 
dried over anhydrous magnesium sulfate. The liquid was concentrated under reduced pressure, 
and ethyl acetate-hexane was added to the liquid for crystallization. Thus, 166 mg of the title 
5 compound was obtained. 

'H-NMRCCDCb) 

5: 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 2.93 (t, J=8Hz, 2H) 3.34 (t, J=5Hz, 4H) 3.58 (t, 
J=5Hz, 4H) 4.19 (t, J=8Hz, 2H) 4.82 (s, 2H) 4.85 (q, J=2Hz, 2H) 7.19 (t, J=7Hz, 1H) 7.24-7.33 
(m, 4H) 

10 (g) r7-a-ButYnvlV2.6-dioxo-l-(2-phene 
acetic acid hydrochloride 

2.2 mg of the title compound was obtained using 22 mg of t-butyl 
4-[7-(2-butynyl)-3-carboxymethyl- 1 -(2-phenylethyl)-2,6-dioxo- 1 ,2,6,7-tetrahydropurin-8-yl] 
piperazine-l-carboxylate by the same procedure described in Example 416-(e). 
15 1 H-NMR(d6-DM SO) 

8: 1.82 (t, J=2Hz, 3H) 2.80 (t, J=8Hz, 2H) 3.23-3.28 (m, 4H) 3.46-3.53(m, 4H) 4.05 (t, 
J=8Hz, 2H) 4.59 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.19-7.25 (m, 3H) 7.30 (t, J=7Hz, 2H) 

Example 418 

20 7-(2-Butvnvl)-3-r2-oxo-2-(p\qToli 
purine-2,6-dione hydrochloride 

A mixture containing 20 mg of t-butyl 
4-[7-(2-butynyl)-3-carboxymethyl- 1 -(2-phenylethyl)-2,6-dioxo- 1 ,2,6,7-tetrahydropurin-8-yl] 
piperazine-l-carboxylate, 8 \iL of diethyl cyanophosphate, 10 ^iL of triethylamine, 20 |aL of 

25 pyrrolidine, and 0.3 mL of N,N-dimethylformamide stood at room temperature for 3 days. The 
reaction solution was diluted with ethyl acetate and water, and extracted with ethyl acetate. The 
organic layer was washed with water and saturated sodium chloride solution, and then 
concentrated. 0.5 mL of trifluoroacetic acid was added to the residue, and the resulting mixture 
was incubated at room temperature for 30 minutes. The reaction solution was concentrated, 

30 and the residue was purified by reverse-phase column chromatography using 20-80% 

methanol/water (containing 0.1% concentrated hydrochloric acid) to give 3.2 mg of the title 
compound. 

1 H-NMR(d6-DMSO) 

8:1.76-1.84 (m, 5H) 1.95 (quint. J=7Hz, 2H), 2.79 (t, J=8Hz, 2H) 3.22-3.34 (m, 6H) 
35 3.45-3.52 (m, 4H) 3.55 (t, J=7Hz, 2H) 4.03 (t, J=8Hz, 2H) 4.68 (s, 2H) 4.96 (q, J=2Hz, 2H) 
7.18-7.26 (m, 3H) 7.31 (t, J=8Hz, 2H) 
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Example 419 

2-r7-(2-ButvnvlV2.6-dioxo-l-r2-phenethvlV8-fpiperazin-l-vlV1.2.6.7-tetrahvdropurin-3-vll-N 
methylacetamide hydrochloride 
5 The title compound was synthesized using an aqueous solution of methylamine by the 

same procedure described in Example 418. 
1 H-NMR(d6-DMSO) 

6:1.82 (t, J=2Hz, 3H) 2.61 (d, J=5Hz, 3H) 2.79 (t, J=8Hz, 2H) 3.20-3.28 (m, 4H) 
3.44-3.52 (m, 4H) 4.03 (t, J=8Hz, 2H) 4.48 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.19-7.26 (m, 3H) 7.31 (t, 
10 J=7Hz, 2H) 8.09 (brd, J=5Hz, 1H) 

Example 420 

2-r7-f2-Butvnvn-2.6-dioxo-l-('2-phenethvn-8-(piperazin-l-vn-1.2.6.7-tetrahvdropurin-3-vn-N-c 
yclopropvl acetamide hydrochloride 

The title compound was synthesized using cyclopropylamine by the same procedure 
described in Example 418. 

'H-NMR^cki-DMSO) 

5:0.39-0.44 (m, 2H) 0.60-0.66 (m, 2H) 1.82 (t, J=2Hz, 3H) 2.60-2.68 (m, 1H) 2.79 (t, 
J=8Hz, 2H) 3.20-3.30 (m, 4H) 3.44-3.54 (m, 4H) 4.03 (t, J=8Hz, 2H) 4.44 (s, 2H) 4.96 (q, J=2Hz, 
2H) 7.19-7.27 (m, 3H) 7.31 (t, J=8Hz, 2H) 8.27 (d, J=4Hz, 1H) 

Example 421 

2-r7-r2-Butvnvn -2.6-dioxo- 1 -(2-phenethyl)-8-( piperazin- 1 -vlV 1 .2.6.7-tetrahydropurin-3-vll-N-p 
henyl acetamide hydrochloride 

The title compound was synthesized using aniline by the same procedure described in 
Example 418. 

1 H-NMR(d6-DMSO) 

8:1.83 (t, J=2Hz, 3H) 2.81 (t, J=8Hz, 2H) 3.20-3.30 (m, 4H) 3.44-3.54 (m, 4H) 4.05 (t, 
J=8Hz, 2H) 4.74 (s, 2H), 4.98 (q, J=2Hz, 2H) 7.06 (t, J=8Hz, 1H) 7.18-7.35 (m, 7H) 7.56 (d, 
J=8Hz, 2H) 9.01 (brs, 2H) 10.39 (s, 1H) 

Example 422 

2-r7-(2-Butvnvn -2.6-dioxo-l-(2-phenethvn-8-(piperazin-l-vn-1.2.6.7-tetrahvdropurin-3-vn-N-( 
2-propvnyD acetamide hydrochloride 

The title compound was synthesized using propargylamine by the same procedure 
described in Example 418. 
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1 H-NMR(d6-DMSO) 

5:1.81 (t, J=3Hz) 2.80 (t, J=8Hz, 2H) 3.18 (t, J=2Hz 1H), 3.22-3.32 (m, 4H) 3.44-3.54 
(m, 4H) 3.90 (dd, J=2Hz, 5Hz, 2H) 4.03 (t, J=8Hz, 2H) 4.51 (s, 2H) 4.96 (q, J=2Hz, 2H) 
7.16-7.34 (m 5 5H) 8.66 (t, J=5Hz, 1H) 8.96 (br.s, 2H) 

5 

Example 423 

Ethyl \7-( 2-butvnvn-2,6-dioxo- 1 -(2-phenoxv 

ethyl)-8-(piperazin-l -yl)-L2 A7-tetrahydropurin-3-yl1 acetate hydrochloride 

The title compound was synthesized using 2-bromoethyl phenyl ether by the same 
1 0 procedure described in Example 416. 
1 H-NMR(d6-DMSO) 

8:1.20 (t, J=7Hz, 3H) 1.81 (s, 3H) 3.22-3.28 (m, 4H) 3.46-3.53 (m, 4H) 4.06-4.19 (m, 
4H) 4.25 (t, J=6Hz, 2H) 4.69 (s, 2H) 4.97 (s, 2H) 6.88-6.96 (m, 3H) 7.26 (t, J=7Hz, 2H) 8.96 
(brs, 2H) 

15 

Example 424 

Ethyl [ 1 -methyl-2,6-dioxo-8-(piperazin- 1 -yl)-7-(2-vinylphenyl)- 1 ,2,6,7-tetrahydropurin-3-yl1 

acetate trifluoroacetate 

£a)_ 

20 ri-(2,2-Dimethylpropionyloxymeth^ 
11 methyl 2,2-dimethylpropionate 

10.2 g of [3-(2,2-dimethylpropionyloxymethyl)-2,6-dioxo-2 5 3,6,7-tetrahydropurin-l-yl] 
methyl 2,2-dimethylpropionate, 8.04 g of 2-formylphenylboronic acid, and 7.30 g of copper (II) 
acetate were suspended in 50 mL of N,N-dimethylformamide, and then 4.34 mL of pyridine was 

25 added. The mixture was stirred at room temperature for 37 hours. The reaction solution was 
diluted with ethyl acetate, and washed with water. The organic layer was dried over anhydrous 
magnesium sulfate, and filtered. The filtrate was concentrated under reduced pressure. The 
residue was purified by silica gel column chromatography. Thus, 4.12 g of the title compound 
was obtained from a fraction eluted with hexane-ethyl acetate (1 :2). 

30 'H-NMRCCDCls) 

5: 1.16 (s, 9H) 1.23 (s, 9H) 5.95 (s, 2H) 6.20 (s, 2H) 7.46-7.48 (m, 1H) 7.42-7.78 (m, 
2H) 7.75 (s, 1H) 8.03-8.06 (m, 1H) 9.92 (s, 1H) 

oa 

r8-Chloro- 1 -(2,2-dimethylpropionyloxymethyn-7-(2-formylphenyl)-2,6-dioxo- 1 .2.6.7-tetrahydro 
35 purin-3-yl] methyl 2,2-dimethylpropionate 
2.50 g of 



171 



[ 1 -(2,2-dimethylpropionyloxymethyl)-7-(2-form 1 ,2,6,7-tetrahydropurin-3-y 

1] methyl 2,2-dimethylpropionate and 896 mg of N-chlorosuccinimide were dissolved in 25 mL 
of N,N-dimethylformamide. The resulting mixture was stirred at room temperature for 8 hours. 
The reaction solution was diluted with ethyl acetate, and washed with water. The organic layer 
5 was dried over anhydrous magnesium sulfate, and filtered. The filtrate was concentrated under 
reduced pressure, and the residue was purified by silica gel column chromatography. Thus, 2.0 
g of the title compound was obtained from a fraction eluted with hexane-ethyl acetate (2:1). 
'H-NMRCCDCls) 

5: 1.15 (s, 9H) 1.24 (s, 9H) 5.91 (s, 2H) 6.14 (s, 2H) 7.49-7.51 (m, 1H) 7.81-7.83 (m, 
10 2H) 8.03-8.06 (m, 1H) 9.92 (s, 1H) 
(c) t-Butvl 

4-ri 3-bis(2.2-dimethvlpropionvlox\m^ 

H-purin-8-vll piperazine-l-carboxylate 

2.0 g of [8-chloro-l-(2,2-dimethyl-propionyloxy 
1 5 methyl)-7-(2-formylphenyl)-2,6-dioxo- 1 ,2,6,7-tetrahydropurin-3-yl] methyl 

2,2-dimethylpropionate was combined with 2. 1 5 g of t-butyl piperazine-l-carboxylate. The 

resulting mixture was stirred at 150°C for 70 minutes. The reaction mixture was diluted with 

chloroform, and then purified by silica gel column chromatography. Thus, 1 .94 g of the title 

compound was obtained from a fraction eluted with hexane-ethyl acetate (1:1). 
20 (d) t-Butvl 

4-ri3-bis(2.2-dimethvlpropionylox 

purin-8-vl] piperazine-l-carboxylate 

3.52 g of methyl triphenylphosphonium bromide was dissolved in 20 mL of 

tetrahydrofuran, and then 948 mg of potassium tertiary butoxide was added. The resulting 
25 mixture was stirred at room temperature for 1 hour. 20 mL of tetrahydrofuran solution 

containing 1.94 g of t-butyl 

4-[l,3-bis(2,2-dimethylpropionyloxymeth^ 

H-purin-8-yl] piperazine-l-carboxylate was added to the reaction mixture at room temperature. 
The mixture was stirred at room temperature for 3 hours and 50 minutes. The reaction solution 
30 was diluted with ethyl acetate, and then washed with water. The organic layer was dried over 
anhydrous magnesium sulfate, and filtered. The filtrate was concentrated under reduced 
pressure. The residue was purified by silica gel column chromatography. Thus, 704 mg of the 
title compound was obtained from a fraction eluted with hexane-ethyl acetate (2:1). 
(e) t-Butvl 

35 4-f 1 -(2.2-dimethvlpropionvloxvmethvl)-2,6-dioxo-7-(2-vinvlphenvl)-2.3 A7-tetrahvdro- 1 H-puri 
n-8-vl] piperazine-l-carboxvlate 
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704 mg of t-butyl 4-[l,3-bis 
(2,2-dimethylpropionyloxy^ 

1] piperazine-l-carboxylate was dissolved in a mixed solvent of 7 mL of tetrahydrofuran and 14 
mL of methanol, and then 51 mg of sodium hydride was added. The resulting mixture was 
5 stirred at room temperature for 1 7 minutes. The reaction solution was diluted with chloroform, 
and washed with a saturated sodium chloride solution. The organic layer was dried over 
anhydrous magnesium sulfate, and filtered. The filtrate was concentrated under reduced 
pressure, and the residue was purified by silica gel column chromatography. Thus, 510 mg of 
the title compound was obtained from a fraction eluted with hexane-ethyl acetate (2:3). 

10 (f) t-Butyl 

4-ri-(2,2-dimethvlpropionylox\m^^ 

3 ,6,7-tetrahvdro- 1 H-purin-8-vll piperazine- 1 -carboxylate 

80 mg of t-butyl 
4-[ 1 -(2,2-dimethylpropionyloxymeth^ 

15 n-8-yl] piperazine-l-carboxylate was dissolved in 2 mL of N,N-dimethylformamide, and then 19 
^iL of ethyl bromoacetate and 22 mg of potassium carbonate were added. The resulting mixture 
was stirred at room temperature for 14 hours. The reaction solution was diluted with ethyl 
acetate, and washed with water. The organic layer was dried over anhydrous magnesium 
sulfate, and filtered. The filtrate was concentrated under reduced pressure to give 89 mg of the 

20 title compound. 

(g) t-Butvl 

4-r3-ethoxvcarbonvlmethvl-2,6-dioxo-7-(2-vinvlphenvl)-23,6,7-tetrahvdro-lH-purin--8-vll 
piperazine- 1 -carboxylate 
89 mg of t-butyl 

25 4-[l-(2,2-dimethylpropionyloxymethyl)-3-ethoxycarbonylmethyl-2,6-dioxo-7-(2-vinylphenyl)-2, 
3,6,7-tetrahydro-lH-purin-8-yl] piperazine-l-carboxylate was dissolved in a mixed solvent 
containing 1 mL of tetrahydrofuran and 2 mL of methanol, and then 7 mg of sodium hydride was 
added. The resulting mixture was stirred at room temperature for 3.5 hours. The reaction 
solution was diluted with ethyl acetate, and washed with water. The organic layer was dried 

30 over anhydrous magnesium sulfate, and filtered. The filtrate was concentrated under reduced 
pressure. The residue was purified by silica gel column chromatography. Thus, 60 mg of the 
title compound was obtained from a fraction eluted with hexane-ethyl acetate (1 :2). 

(h) t-Butvl 

4-f3 -ethoxvcarb onvlmethvl- 1 -methvl-2,6-dioxo-7-( 2-vinvlphenvn-2 .3 ,6,7-tetrahvdro- 1 H-purin-8 
35 -yll piperazine-l-carboxylate 
60 mg of t-butyl 
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4-[3-ethoxycarbonylmethyl-2^ 

piperazine-l-carboxylate was dissolved in 2 mL of N,N-dimethylformamide, and then 17 jliL of 
methyl iodide and 17 mg of potassium carbonate were added. The resulting mixture was stirred 
at room temperature for 13 hours. The reaction solution was diluted with ethyl acetate, and 
5 washed with water. The organic layer was dried over anhydrous magnesium sulfate, and 
filtered. The filtrate was concentrated under reduced pressure to give 48 mg of the title 
compound. 

(i) Ethyl ri-methvl-2.6-dioxo-8-(piperazin-l-vl)-7-(2-vinvlphenvlVL2,6,7-tetrahvdropurin-3--vl1 
acetate trifluoroacetate 
10 8mgoft-butyl 

4-[3-ethoxycarbonylmethyl-l-methyl-2,6^ 

-yl] piperazine-l-carboxylate was dissolved in trifluoroacetic acid, and then the solution was 
concentrated. The residue was purified by reverse phase high performance liquid 
chromatography to give 2.68 mg of the title compound. 
15 MS m/e (ESI) 439(MH + -CF 3 COOH) 

Example 425 

[ 1 -Methvl-2,6-dioxo-8-(piperazin- 1 -yl)-7-(2-vinvlphenvD- 1 .2 A7-tetrahvdropurin-3-vl1 acetic 
acid trifluoroacetate 

20 40mgoft-butyl 

4-[3-ethoxycarbonylmethyl-l-methyl-2,6-dioxo-7-(2-vinylphenyl)-2,3,6,7-tetrahydro-lH-purin-8 
-yl] piperazine-l-carboxylate was dissolved in 4 mL of tetrahydrofuran, and then 1 mL of 2N 
sodium hydroxide was added. The resulting mixture was stirred at 90°C for 4 hours. The 
reaction solution was concentrated under reduced pressure, and then treated by azeotropic 

25 distillation using toluene. The residue was dissolved in trifluoroacetic acid and the solution was 
concentrated. The residue was purified by reverse phase high performance liquid 
chromatography to give 29.5 mg of the title compound. 
MS m/e (ESI) 411(MH + -CF 3 COOH) 

30 The following formulae represent compounds that were confirmed to be synthesized 

according to the general synthesis methods described above, and the same methods as described 
above in Production Examples and Examples. 
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T Assay Example 1 1 

Assay for the DPPIV-inhibiting activity of the compound represented by formula (D 

DPPIV obtained from swine kidney was dissolved in a reaction buffer (50 mM Tris-HCl 
(pH 7.4)/0. 1 % BS A) at a final concentration of 1 0 mU/mL. A 110 \xL aliquot of this enzyme 
solution was added to the reaction system, and then 1 5 jaL of an agent was added. The reaction 
solution was incubated at room temperature for 20 minutes. 25 jaL of a solution containing 2 
mM Gly-Pro-p-nitroanilide was added to the reaction solution (at the final concentration of 0.33 
mM) to start the enzyme reaction. The reaction time was 20 minutes. 25 jaL of IN phosphate 
solution was added to stop the reaction. Absorbance of the sample was measured at 405 nm. 
The degree of inhibition to the enzyme reaction was determined, and IC 50 was computed based 
on the absorbance. 



[Table 1] 
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Example No. 


IC 60 (nM) 


Example No. 


IC 50 (nM) 


Example 1 


287 


Example4 


211 


Example 7 


401 


Example 9 


141 


Example 12 


183 


Example 13 


125 


Example 16 


272 


Example 20 


152 


Example 22 


17 


Example29 


310 


Example 53 


46.9 


Examp!e64 


126 


Example 73 


33.4 


Example76 


86.5 


Example 79 


35.7 


Example82 


161 


Example 83 


27.4 


Example 86 


4. 08 


Example 88 


2. 89 


Example 98 


9. 69 


Example 109 


1480 


Examnle 115 


185 


Example 119 


154 


Example 120 


116 


Example 122 


15.3 


Example 129 


115 


Example 142 


68.5 


Example 146 


81. 7 


Example 159 


37.7 


Example 229 


8. 97 


Example 230 


0. 890 


Example 234 


1. 74 


Example 235 


1. 44 


Example 238 


1. 19 


Example 243 


2. 15 


Example 248 


6. 40 


Example 266 


1. 15 


Example 267 


7. 22 


Example 297 


6. 22 


Example 311 


77. 5 


Example 341 


7. 32 


Example 353 


283 


Example 354 


285 


Example 355 


147 


Example 357 


323 


Example 358 


357 


Example 359 


353 


Example 361 


0. 654 


Example 364 


9. 48 


Example 367 


4. 56 


Example 377 


8. 77 


Example 378 


9. 52 


Example 382 


6. 97 


Example 383 


7. 18 


Example 393 


1.2 


Example 394 


2. 16 


Example 396 


197 


Example 398 


237 


Example 400 


183 


Example 402 


354 


Example 403 


266 


Example 404 


276 


Example 405 


359 


Example 407 


275 


Example 408 


340 


Example 409 


222 


Example 410 


64.9 


Example 413 


1.95 


Example 415 


1.81 


Example 416 


4. 02 


Example 417 


0. 864 


Example 418 


1.14 


Example 419 


1. 55 


Example 420 


1. 70 


Example 421 


3. 37 


Example 422 


0. 472 
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f Assay Example 2] 

Influences of metformin, buformin. and phenformin on the GLP-1 level in DPPIV-deficient rats 
Animals: DPPIV-deficient male Fisher rats (purchased from Charles River Japan, Inc.) 
5 Methods: 

[Preparation and administration of test compounds] 

Each test compound was suspended in a solution of 0.5% methyl cellulose at the doses 
indicated in Table 2, and then administered orally at a volume of 5 mL/kg. The vehicle control 
group was orally administered a solution of 0.5% methyl cellulose at a volume of 5 mL/kg. 

10 [Blood collection and GLP-1 assay] 

An unanesthetized rat was lightly cut at the caudal vein with a razor blade and bled 
immediately before, and at 1, 3, and 5 hours after the administration of a test compound or a 
solution of 0.5% methyl cellulose. 250 \xL of blood was collected from the rat using a 
heparinized capillary and transferred into a centrifugation tube. The supernatant obtained by 

1 5 centrifugation (at 10000 g at 4°C for 2 minutes) was assayed for GLP-1 level using Active 
GLP-1 ELISAkit (Linco). 
Results: 

The result is represented as an "average value ± standard error". The respective values 
were assessed and compared by Dunnett's test, which are shown in Table 2. 

20 

[Table 2] 



Test compound 


Dose 
(mg/kg) 


GLP- 1 concentration at each time point (hr) 
after oral administration (% of Pre) 


0 


1 


3 


5 


Vehicle control 




100±0.0 


87.2+4.8 


100.4+7.8 


110.6+6.8 


Metformin 


30 


100±0.0 


99.9±3.7 


106.6±5.0 


116.3 + 2.7 


Metformin 


100 


100±0.0 


11L6±7.9 


116.3±8.2 


150.6±7.2 


Metformin 


300 


100±0.0 


140.0+11.5 


199.3±32.4 


227.1±35.5* 


Buformin 


30 


100+0.0 


118.7±9.3 


122.7+7.1 


114.6+4.4 


Buformin 


100 


100±0.0 


163.6+19.6* 


171.2+9.1 


195.8+36.6* 


Phenformin 


30 


100±0.0 


125.3+10.7 


120.0±7.2 


126.7±10.7 


Phenformin 


100 


100±0.0 


316.9±26.4*** 


330.7± 112.4* 


236.5+20.5* 



*: P < 0.05 vs vehicle control group 
***: P < 0.001 vs vehicle control group 
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The group of DPPIV-deficient rats administered metformin at a dose of 300 mg/kg, had 
a significantly elevated level of active GLP-1 in plasma at five hours after administration. The 



228 



group of DPPIV-deficient rats administered buformin at a dose of 100 mg/kg, had a significantly 
elevated level of active GLP-1 in plasma at one and five hours after administration. 
Furthermore, the group of DPPIV-deficient rats administered phenformin at a dose of 100 mg/kg, 
had a significantly elevated level of active GLP-1 in plasma at 1, 3, and 5 hours after 
5 administration. 

f Assay Example 3] 

Influences of metformin and the DPPIV inhibitor (valine pyrrolidide (Val-Pvr)), used singly or in 
combination, on GLP-1 level in normal rats 

Animals: DPPIV-intact normal male Fisher rats (purchased from CLEA Japan, Inc.) 

10 Methods: 

[Preparation and administration of test compounds] 

Each test compound was suspended in a solution of 0.5% methyl cellulose at the doses 
indicated in Table 3, and then administered orally at a volume of 5 mL/kg. The vehicle control 
group was orally administered a solution of 0.5% methyl cellulose at a volume of 5 mL/kg. 

15 [Blood collection and GLP-1 assay] 

An unanesthetized rat was lightly cut at the caudal vein with a razor blade and bled 
immediately before, and at 1, 3, and 5 hours after administration of a test compound or a solution 
of 0.5% methyl cellulose. 250 jaL of blood was collected from the rat using a heparinized 
capillary and transferred into a centrifugation tube. The supernatant obtained by centrifugation 

20 (at 10000 g at 4°C for 2 minutes) was assayed for GLP-1 level using Active GLP-1 ELISAkit 
(Linco). 
Results: 

The result is represented as an "average value ± standard error". The respective values 
were assessed and compared by Dunnett's test, which are shown in Table 3. 

25 

[Table 3] 



Test compound 


Dose 


GLP-1 concentration at each time point (hr) 
after oral administration (% of Pre) 


(mg/kg) 


0 


1 


3 


5 


Vehicle control 




100+0.0 


112±15 


125±21 


84±10 


Metformin 


300 


100±0.0 


117±9 


149+24 


94±10 


Val-Pyr 


30 


100±0.0 


127±6 


136±20 


91 ±2 


Metformin 


300 










+ 


+ 


100 ±0.0 


162 ±8*** 


215±19* 


177±15*~ 


Val-Pyr 


30 











*: P < 0.05 vs vehicle control group 
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***: P < 0.001 vs vehicle control group 

When metformin or the DPPIV inhibitor was given singly, there was no increase in the 
level of active GLP-1 . However, the level of active GLP-1 was significantly elevated at 1 , 3 
5 and 5 hours after administration in the group administered metformin and DPPIV inhibitor in 
combination. This result suggests that the active GLP-1 level was elevated due to enhancement 
of GLP-1 secretion by metformin, and suppression of GLP-1 degradation by the DPPIV 
inhibitor. 

10 f Assay Example 4] 

Influences of metformin and the DPPIV inhibitor used singly (Examples 82. 119, 120, 122, 229, 
and 267) or in combination, on GLP-1 level in normal rats 

Animals: DPPIV-intact normal male Fisher rats (purchased from CLEA Japan, Inc.) 
Methods: 

1 5 [Preparation and administration of test compounds] 

Each test compound was suspended in a solution of 0.5% methyl cellulose at the doses 
indicated in Tables 4 to 6, and then administered orally at a volume of 5 mL/kg. The vehicle 
control group was orally administered a solution of 0.5% methyl cellulose at a volume of 5 
mL/kg. 

20 [Blood collection and GLP-1 assay] 

An unanesthetized rat was lightly cut at the caudal vein with a razor blade and bled 
immediately before, and at 3 hours after the administration of a test compound or a solution of 
0.5% methyl cellulose. 250 [iL of blood was collected from the rat using a heparinized 
capillary and transferred into a centrifugation tube. The supernatant obtained by centrifugation 

25 (at 10000 g at 4°C for 2 minutes) was assayed for GLP-1 level using Active GLP-1 ELISA kit 
(Linco). 
Results: 

The result is represented as an "average value ± standard error". The respective values 
were assessed and compared by Dunnett's test, which are shown in Tables 4 to 6. 

30 



[Table 4] 
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Test compound 


Dose 
(mg/kg) 


GLP-1 concentration 3 hours after 
oral administration (% of Pre) 


Vehicle control 




98.8±2.9 


Example 119 


10 


98.9±2.2 


Example 122 


10 


108.2±6.6 


Metformin 


300 


118.1±7.5 


Metformin + Example 119 


300 + 10 


162.5±7.4*** 


Metformin + Example 122 


300 + 10 


168.1 ±13.1*** 



: P < 0.001 vs vehicle control group 



[Table 5] 



Test compound 


Dose 
(mg/kg) 


GLP- 1 concentration 3 hours after 
oral administration (% of Pre) 


Vehicle control 




97.5±2.9 


Example 229 


10 


102.5±1.7 


Example 120 


10 


104.8±2.9 


Metformin 


300 


108.6±2.2 


Metformin + Example 229 


300 + 10 


153.7±13.4*** 


Metformin + Example 120 


300 + 10 


166.4+16.5*** 



5 

***: P < 0.001 vs vehicle control group 



[Table 6] 



Test compound 


Dose 
(mg/kg) 


GLP-1 concentration 3 hours after 
oral administration (% of Pre) 


Vehicle control 




96.7±2.6 


Example 82 


20 


97.3±2.1 


Example 267 


10 


110.0±9.0 


Metformin 


300 


112.5±2.4 


Metformin + Example 82 


300 + 20 


180.8±23.1*** 


Metformin + Example 267 


300 + 10 


186.2±26.2*** 
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***: P < 0.01 vs vehicle control group 

When metformin or the DPPIV inhibitor was given singly, there was no increase in the 
level of active GLP-1 . However, the level of active GLP-1 was significantly elevated 3 hours 
5 after administration in the group which received metformin and DPPIV inhibitor in combination. 
This result suggests that active GLP-1 level was elevated due to enhancement of GLP-1 
secretion by metformin, and suppression of GLP-1 degradation by the DPPIV inhibitor. 

[Assay Example 5] 

10 Influences of metformin and the DPPIV inhibitor (valine pyrrolidide (Val-Pvr)) used singly or in 
combination, on glucose tolerance, insulin and GLP-1 levels, food intake, and body weight in 
Zucker fa/fa rats 

Animals: Zucker fa/fa rats, an animal model for typell diabetes (purchased from Charles River 

Japan, Inc.) 
15 Methods: 

[Preparation and administration of test compounds] 

Each test compound was dissolved in distilled water at the doses shown in the Tables 

indicated below, and then administered orally at a volume of 5 mL/kg. The vehicle control 

group was orally administered distilled water at a volume of 5 mL/kg. Each test compound or 
20 distilled water was given orally at the above dose, twice daily (at 10:00 a.m. and 4:00 p.m.), for 

14 days. The rats were tested for glucose tolerance on the first day of the administration series. 

In the test, distilled water and the test compounds were given 0.5 hour before glucose load. 

[Procedure of blood collection and determination of the levels of blood glucose and GLP-1] 

For the glucose tolerance test, an unanesthetized rat was lightly cut at the caudal vein 
25 with a razor blade and bled immediately before the administration of a test compound or distilled 

water, and immediately before, and at 0.5, 1, 2, and 3 hours after glucose load. 250 ^iL of blood 

was collected from the rat using a heparinized capillary and transferred into a centrifugation tube. 

The supernatant obtained by centrifugation (at 10000 g at 4°C for 2 minutes) was assayed for 

active GLP-1 level using Active GLP-1 ELISA kit (Linco). At the same time, 10 \iL of blood 
30 was collected and mixed with 140 jiL of a 0.6 M perchloric acid solution. The mixture was 

centrifuged (at 3000 g at 4°C for 10 minutes), and the resulting supernatant was assayed for 

glucose using Glucose Test Wako II (Wako Pure Chemical Industries, Inc.). The level of blood 

glucose alone was determined at the time of measurement 3 hours after glucose load. 

[Determination of food intake and body weight] 
35 Food intake and body weight were determined at 4:00 p.m after the 14-day 

administration series. Total food intake and weight gain over 14 days were determined for each 



232 



experimental group. 
Results: 

The result is represented as an "average value ± standard error". The respective values 
were assessed and compared by Dunnett's test, which are shown in Tables 7 to 10. 

5 

[Table 7] 



Test compound 
Dose(mg/kg) 


GLP-l concentration at each time point (hr) after oral glucose administration (% of Pre) 


-0.5 


0 


0.5 


1 


2 


Vehicle control 


100.0+0.0 


101.4±0.8 


130.5+11.2 


108.2+2.1 


101.5+2.0 


Metformin (300) 


100.0±0.0 


105.6±1.7 


135.4+7.6 


126.0+8.9 


118.4±6.5 


Val-Pyr (30) 


100.0±0.0 


119.5±3.6 


217.6±24.6* 


197.5 ±20.4* 


128.3+5.4 


Metformin (300) 
+ 

Val-Pyr (30) 


100.0+0.0 


196.5+11.1*** 


345.7 ±40.7*** 


262.4+37.0*** 


272.6±21.2*** 



*: P < 0.05, ***: P < 0.001 vs vehicle control group 



10 [Table 8] 



Test compound 
DosedngAg) 


Blood glucose level at each time point (hr] 


after oral glucose administration (mg/dl) 


-0.5 


0 


0.5 


1 


2 


3 


Vehicle control 


101.4±3.4 


115.7±3.1 


199.9±14.5 


226.9±14.9 


186.6±8.1 


120.9±5.4 


Metformin (300) 


108.9±5.6 


117.4±5.5 


160.6±9.7* 


177.5 ±10.6* 


159.8±8.6* 


122.4±3.7 


Val-Pyr (30) 


102.6±3.0 


110.5±3.3 


166.0±9.9 


167.1 ±7.0*** 


139.3±3.3*** 


115.1±3.0 


Metformin (300) 
+ 

Val-Pyr (30) 


99.0±4.6 


103.2±3.9 


119.1±6.6*** 


125.2±7.2*** 


114.6±4.5*** 


104.1±4.2*** 



*: P < 0.05, ***: P < 0.001 vs vehicle control group 



[Table 9] 



Test compound 
Dose(mg/kg) 


Insulin concentration at each time point (hr) after oral glucose administration (ng/ml) 


-0.5 


0 


0.5 


1 


2 


Vehicle control 


9.8+1.1 


11.9+1.3 


22.6±2.0 


16.2±1.0 


13.2+0.9 


Metformin (300) 


11.9±1.1 


14.0±1.1 


22.9+2.5 


21.2 + 2.3 


16.9+1.6 


Val-Pyr (30) 


8.8±1.1 


13.1±1.2 


32.4+3.2* 


27.7+5.0* 


14.4+2.6 


Metformin (300) 
+ 

Val-Pyr (30) 


9.3±1.3 


14.9+1.4 


24.3+3.1 


19.0+2.7 


15.0±2.9 



*: P < 0.05 vs vehicle control group 
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[Table 10] 



Test compound 


Dose(mg/kg) 


Total food intake for 1 4 days (g) 


Weight gain for 14 days (g) 


Vehicle control 




484.2±15.0 


i 68.2±4.1 


Metformin 


300 


495.1+8.9 


64.5±3.5 


Val-Pyr 


30 


491.8 + 11.1 


60. 9 ±4.4 


Metformin 


300 






+ 


+ 


418.4±14.0* 


39.2 ±6.1*** 


Val-Pyr 


30 







*: P < 0.05, ***: P < 0.001 vs vehicle control group 

5 

During the glucose tolerance test, the level of active GLP-1 was elevated significantly in 
the group administered the DPPIV inhibitor, while there was no significant increase in the active 
GLP-1 level in the group administered metformin. However, the level of active GLP-1 was 
increased synergistically in the group administered both metformin and the DPPIV inhibitor. 
10 This result suggests that the active GLP-1 level was increased through enhanced GLP-1 secretion 
induced by metformin, and suppressed GLP-1 degradation due to the DPPIV inhibitor, as 
described above. 

The glucose tolerance test revealed that glucose tolerance was improved in each group 
singly administered either metformin or the DPPIV inhibitor. However, glucose tolerance was 

1 5 improved synergistically in the group administered metformin and the DPPIV inhibitor in 
combination, when compared with the groups administered either compound singly. 

During the glucose tolerance test, the level of insulin was increased significantly in a 
glucose-dependent fashion in the group administered the DPPIV inhibitor singly, while there was 
no significant increase in the level of insulin in the groups administered either metformin alone, 

20 or metformin and the DPPIV inhibitor in combination. This result suggests that the effect 

observed in the metformin-administered group was based on the extra-pancreatic action of this 
agent, while the effect in the DPPIV inhibitor-administered group was based on the 
glucose-dependent increase in the insulin level, due to the increase in the level of active GLP-1. 
On the other hand, it is suggested that the group administered metformin and the DPPIV 

25 inhibitor in combination had synergistically improved glucose tolerance due to the enhanced 
susceptibility to insulin, based on the extra-pancreatic action of metformin, and the synergistic 
increase in the level of active GLP-1 resulting from the combined administration. 

Furthermore, decreases in food intake and suppression of weight gain were observed 
only in the group administered metformin and the DPPIV inhibitor in combination for 14 days. 
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It may be concluded that the synergistic increase in the level of active GLP-1 due to the 
combined use of metformin and the DPPIV inhibitor, led to the decrease in food intake via the 
hypothalamus, which in turn resulted in the suppression of weight gain. 

In addition, synergistic decreases in the levels of blood glucose and insulin during 
5 fasting were found in the group administered metformin and the DPPIV inhibitor in combination 
for 14 days. It is conceivable that this resulted from enhanced glucose metabolism, due to the 
synergistic improvement in glucose tolerance and suppressed weight gain in the group 
administered metformin and the DPPIV inhibitor in combination. This suggests that the 
combined use of metformin and a DPPIV inhibitor is effective to treat typell diabetes. 

10 

TAssav Example 6] 

Influence of metformin on the level of GLP-2 in DPPIV-deficiencv rats 

Animals: DPPIV-deficient male Fisher rats (purchased from Charles River Japan, Inc.) 

Methods: 

1 5 [Preparation and administration of test compound] 

The test compound was suspended in a solution of 0.5% methyl cellulose at the dose 
indicated in Table 11, and then administered orally at a volume of 5 mL/kg. The vehicle control 
group was orally administered an aqueous solution of 0.5% methyl cellulose at a volume of 5 
mL/kg. 

20 [Blood collection and determination of GLP-2 level] 

An unanesthetized rat was lightly cut at the caudal vein with a razor blade and bled 
immediately before, and at 1, 3, and 5 hours after administration of a test compound or a solution 
of 0.5% methyl cellulose. 250 [iL of blood was collected from the rat using a heparinized 
capillary and transferred into a centrifugation tube. The supernatant obtained by centrifugation 

25 (at 10000 g at 4°C for 2 minutes) was assayed for GLP-2 level using GLP-2 ELISA kit 
(Yanaihara Institute Inc.). 
Results: 

The result is represented as an "average value ± standard error". The respective values 
were assessed and compared by t-test, which are shown in Table 1 1 . 

30 

[Table 11] 



Test compound 


Dose 
(mgAg) 


GLP-2 concentration at each time point (hr) 
after oral administration (ng/ml) 


0 


1 


3 


5 


Vehicle control 




1.39±0.05 


1.31±0.02 


1.36±0.04 


1.28±0.07 


Metformin 


300 


1.32±0.02 


1.65±0.06~* 


2.08±0.07~* 


2.15±0.05~* 
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***:P<0.001vs vehicle control group 

In the group administered metformin, the level of GLP-2 was significantly elevated in 
plasma at 1, 3, and 5 hours after administration in DPPIV-deficient rats. This result suggests 
5 that the combined use of metformin and the DPPIV inhibitor could synergistically enhance the 
action of GLP-2, and thus could be effective to treat gastrointestinal diseases. 

f Assay Example 7] 

Influences of metformin and the DPPIV inhibitor (valine pvrrolidide (Val-Pvr)), used singly or in 
10 combination, on the atrophy of small intestine caused by 5-fluorouracil (5-FLD 
Animals: BALB/c AnCrj mice (purchased from Charles River Japan, Inc.) 
Methods: 

[Preparation and administration of test compounds] 

5-FU (purchased from Sigma) was suspended in a solution of 0.5% methyl cellulose, 

15 and then administered orally at a volume of 10 mL/kg/day (8 a.m. to 9 a.m.) for 3 days (60 

mg/kg). Each test compound was suspended in a solution of 0.5% methyl cellulose at the doses 
indicated in Table 12, and then administered orally twice a day, at a volume of 10 mL/kg (8 a.m. 
to 9 a.m., and 3 p.m. to 4 p.m.). The vehicle control group was orally administered a solution 
of 0.5% methyl cellulose at a volume of 10 mL/kg. A group which did not receive 5-FU is 

20 defined as the normal control group. 

[Collection of samples of small intestine] 

Mice were fasted for 1 8 hours following the afternoon administration on the third day of 
the administration series. On the following day, the mice were killed by cervical dislocation, 
and then the whole small intestine was excised and the wet weight was measured. 

25 Results: 

The result is represented as an "average value ± standard error". The respective values 
were assessed and compared by Tukey's test, which are shown in Table 12. 



[Table 12] 
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5-FU treatment 
(mg/kg) 


Test compound 


Dose 
(mg/kg) 


Wet weight of small intestine 
(g) 




Normal control 




0.700 ±0.009** 


60 


Vehicle control 




0.622±0.005 


60 


Metformin 


300 


0.642+0.017 


60 


Val-Pyr 


30 


0.637±0.015 




Metformin 


300 




60 


+ 

Val-Pyr 


+ 
30 


0.693+0.015** 



: P < 0.01 vs vehicle control group 



5-FU significantly decreased the wet weight of mouse small intestine. The 
5 administration of either metformin or the DPPIV inhibitor alone resulted in no alteration in the 
wet weight of small intestine in the group of mice treated with 5-FU. In contrast, the combined 
administration of metformin and the DPPIV inhibitor resulted in a significant increase in the wet 
weight of small intestine. The increase can be caused by the enhancement of GLP-2 activity 
resulting from the combined use of metformin and the DPPIV inhibitor. This suggests that the 
10 combined use of metformin and the DPPIV inhibitor can be used to treat gastrointestinal diseases, 
as the increase in the level of GLP-2 results in suppression of apoptosis and enhancement of 
growth of epithelial cells of the small intestine. 

Industrial Applicability 

15 Pharmaceutical agents comprising a DPPIV inhibitor and a biguanide agent according to 

the present invention enhance the action of active circulating GLP-1 and/or active circulating 
GLP-2, and can be used as preventive and/or therapeutic agents for diabetes, obesity, 
hyperlipidemia, gastrointestinal diseases, and such. In addition, if the pharmaceutical agents 
according to the present invention are used in combination, the respective agents can be 

20 administered at lesser doses as compared with cases where each agent is given singly, which may 
reduce the risks of adverse side effects of biguanide agents (for example, symptoms of 
gastrointestinal system, such as diarrhea). 
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CLAIMS 

1 . A pharmaceutical agent comprising a dipeptidyl peptidase IV inhibitor and a 
biguanide agent in combination. 

5 

2. The pharmaceutical agent according to claim 1 , which enhances the effects of active 
circulating glucagon-like peptide- 1 (GLP-1) and/or active circulating glucagon-like peptide-2 
(GLP-2). 

10 3. A pharmaceutical agent that enhances the effects of active circulating GLP-2. 

4. A pharmaceutical agent comprising a dipeptidyl peptidase IV inhibitor and the 
pharmaceutical agent according to claim 3 in combination. 

15 5. The pharmaceutical agent according to claim 1 or 4, wherein the dipeptidyl 

peptidase IV inhibitor is a compound represented by the following formula, or a salt or hydrate 
thereof, 




(wherein, 

20 T 1 represents a monocyclic or bicyclic 4- to 12-membered heterocyclic group containing 

one or two nitrogen atoms in the ring, that may have one or more substituents; 

X represents a Ci_ 6 alkyl group which may have one or more substituents, a C 2 ^6 alkenyl 
group which may have one or more substituents, a C 2 -6 alkynyl group which may have 
25 one or more substituents, a C 6 -io aryl group which may have one or more substituents, a 5 

to 10-membered heteroaryl group which may have one or more substituents, a C 6 -io aryl 
Ci-6 alkyl group which may have one or more substituents, or a 5 to 10-membered 
heteroaryl Ci-6 alkyl group which may have one or more substituents; 

30 Z 1 and Z 2 each independently represent a nitrogen atom or a group represented by the 

formula -CR 2 =; 
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R 1 and R 2 each independently represent a group according to the formula -A°-A l -A 2 

(wherein A 0 represents a single bond or a Ci. 6 alkylene group, which may have 1 
to 3 substituents selected from group B consisting of the substituents described 
below; 

A 1 represents a single bond, an oxygen atom, a sulfur atom, a sulfinyl group, a 
sulfonyl group, a carbonyl group, a group represented by the formula -OCO-, a 
group represented by the formula -CO-O-, a group represented by the formula 
a group represented by the formula -CO-NR A -, a group represented by 
the formula -NR A -CO-, a group represented by the formula -S0 2 -NR A -, or a 
group represented by the formula -NR A -SC>2-; 

2 A 

A and R each independently represent a hydrogen atom, a halogen atom, a 
cyano group, a Ci_ 6 alkyl group, a C 3 . 8 cycloalkyl group, a C 2 . 6 alkenyl group, a 
C 2 -6 alkynyl group, C 6 -io aryl group, a 5 to 10-membered heteroaryl group, a 4 to 
8-membered heterocyclic group, a 5 to 10-membered heteroaryl d. 6 alkyl group, 
a C 6 -io aryl Ci_ 6 alkyl group, or a C 2 . 7 alkylcarbonyl group; 

however, A 2 and R A each independently may have 1 to 3 substituents selected 
from the substituent group B described below: 

when Z 2 is a group represented by the formula -CR 2 = R 1 , and R 2 may in 
combination form a 5 to 7-membered ring; 

except in cases where: [1] R 1 is a hydrogen atom; Z 1 is a nitrogen atom; and Z 2 is -CH=; 
and [2] Z 1 is a nitrogen atom; and Z 2 is -C(OH)=; 

<Substituent group B> 

Substituent group B represents the group consisting of: a hydroxyl group, a 
mercapto group, a cyano group, a nitro group, a halogen atom, a trifluoromethyl 
group, a Ci-6 alkyl group which may have one or more substituents, a C 3 . 8 
cycloalkyl group, a C 2 -6 alkenyl group, a C 2 . 6 alkynyl group, a C 6 -io aryl group, a 5 
to 10-membered heteroaryl group, a 4 to 8-membered heterocyclic group, a C u 
alkoxy group, a Ci_ 6 alkylthio group, a group represented by the formula 
-S0 2 -NR B, -R B2 , a group represented by the formula -NR B1 -CO-R B2 , a group 
represented by the formula -NR B1 -R B2 (where R BI and R B2 each independently 
represent a hydrogen atom or a Ci_ 6 alkyl group), a group represented by the 
formula -CO-R 83 (where R 33 represents a 4 to 8-membered heterocyclic group), a 
group represented by the formula -CO-R B4 -R B5 and a group represented by the 
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formula -CH 2 -CO-R -R 5 (where R B4 represents a single bond, an oxygen atom, 
or a group represented by the formula -NR B6 -; R B5 and R B6 each independently 
represent a hydrogen atom, a Ci_6 alkyl group, a C 3 - 8 cycloalkyl group, a C 2 _$ 
alkenyl group, a C 2 _ 6 alkynyl group, a C 6 . 10 aryl group, a 5 to 10-membered 
heteroaryl group, a 4 to 8-membered heterocyclic Cj. 6 alkyl group, a C 6 -io aryl Ci. 6 
alkyl group, or a 5 to 10-membered heteroaryl Ci_ 6 alkyl group)). 

6. The pharmaceutical agent according to claim 5, wherein T 1 is a piperazin-l-yl 
group or a 3-amino-piperidin-l-yl group. 

7. The pharmaceutical agent according to claim 5, wherein T 1 is a piperazin-l-yl 

group. 

8. The pharmaceutical agent according to any one of claims 5 to 7, wherein X is a 
3-methyl-2-buten-l-yl group, a 2-butynyl group, a benzyl group, or a 2-chlorophenyl group. 

9. The pharmaceutical agent according to any one of claims 5 to 7, wherein X is a 
2-butynyl group. 

10. The pharmaceutical agent according to any one of claims 5 to 9, wherein, 
Z 1 is a nitrogen atom; and 

Z is a group represented by the formula -CR 2 = 
(where R 2 is as defined in claim 5). 

1 1 . The pharmaceutical agent according to any one of claims 5 to 9, wherein, 
Z 2 is a nitrogen atom; and 

Z 1 is a group represented by the formula -CR 2 = 
(where R 2 is as defined in claim 5). 

12. The pharmaceutical agent according to any one of claims 5 to 1 1, wherein R l is 
either a methyl group, a cyanobenzyl group, a fluorocyanobenzyl group, a phenethyl group, a 
2-methoxyethyl group, or a 4-methoxycarbonylpridin-2-yl group. 

13. The pharmaceutical agent according to any one of claims 5 to 1 1, wherein R 1 is a 
methyl group, or a 2-cyanobenzyl group. 
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14. The pharmaceutical agent according to any one of claims 5 to 13, wherein R 2 is 
either a hydrogen atom, a cyano group, a methoxy group, a carbamoylphenyloxy group, or a 
group represented by the formula: 




O 



(where, 

A 27 represents an oxygen atom, a sulfur atom, or -NH-; 

A 28 and A 29 each independently represent a hydrogen atom or a Ci_ 6 alkyl group). 

15. The pharmaceutical agent according to any one of claims 5 to 13, wherein R 2 is a 
hydrogen atom, a cyano group, or a 2-carbamoylphenyloxy group. 

16. The pharmaceutical agent according to claim 5, wherein the compound 
represented by formula (I) is any one compound selected from: 

( 1 ) 7-(2-butynyl)-2-cyano- 1 -methyl-8-(piperazin- 1 -yl)- 1 ,7-dihydropurin-6-one; 
(2) 

3- (2-butynyl)-5-methyl-2-(pi^ 
(3) 

2-(3-aminopiperidin-l-yl)-3-(2-but 

4- one; 

(4) 2-[7-(2-butynyl)-l-methyl-6-oxo-8-(piperazin-l-yl)-6,7-dihydro-lH-purin-2-yloxy] 

benzamide; 

(5) 

7-(2-butynyl)- 1 -(2-cyanobenzyl)-6-oxo-8-(piperazin- 1 -yl)-6,7-dihydro- 1 H-purine-2-car 
bonitrile; and 

(6) 2-[3-(2-butynyl)-4-oxo-2-(piperazin-l-yl)-3,4-dihydroimidazo[4,5-d] 
pyridazin-5-ylmethyl] benzonitrile; 
or a salt or hydrate thereof. 

17. The pharmaceutical agent according to claim 1 or 4, wherein the dipeptidyl 
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peptidase IV inhibitor is a compound represented by the following formula, or a salt or hydrate 
thereof, 



(wherein T 1 , X, R 1 , and R 2 are as defined in claim 5). 

18. The pharmaceutical agent according to claim 17, wherein T 1 is a piperazin-l-yl 

group. 

19. The pharmaceutical agent according to claim 17 or 18, wherein X is a 2-butynyl 
group or a 2-chlorophenyl group. 

20. The pharmaceutical agent according to claim 17 or 18, wherein X is a 2-butynyl 

group. 

21. The pharmaceutical agent according to any one of claims 17 to 20, wherein R 1 is a 
hydrogen atom, a methyl group, a 2-propynyl group, a 2-butynyl group, a cyanomethyl group, a 
phenethyl group, a phenoxyethyl group, or a group represented by the formula: 



(where R 3 represents a hydroxyl group, aCi. 6 alkoxy group, or a phenyl group). 

22. The pharmaceutical agent according to any one of claims 17 to 21, wherein R 2 is a 
hydrogen atom, a Ci_6 alkyl group, an ethoxyethyl group, a tetrahydrofuranylmethyl group, or a 
group represented by the formula: 




(ii) 



0 





(where, 

R 4 and R 5 are identical to or different from each other, and independently represent a hydrogen 
atom, a methyl group, or a phenyl group; and 
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R 6 represents a hydroxyl group, a C|. 6 alkoxy group, or a phenyl group), 
or a group represented by the formula: 

0 

5 23. The pharmaceutical agent according to claim 17, wherein the compound represented 

by formula (II) is any one compound selected from: 

( 1 ) 7-(2-butynyl)- 1 ,3 -dimethyl-8-(piperazin- 1 -yl)-3 ,7-dihydropurine-2,6-dione; 

(2) 7-(2-butynyl)-3-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione; 

(3) methyl 

10 [7-(2-butynyl)-3-methyl-2,6^ 
acetate; 
(4) 

7-(2-butynyl)-3-methyl-8-(piperazin-l-yl)-l-(2-propynyl)-3 ,7-dihydropurine-2,6-dione; 
(5) l,7-bis(2-butynyl)-3-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione; 
15 (6) [7-(2-butynyl)-3-methyl-2,6^ 

acetonitrile; 
(7) 

7-(2-butynyl)-3-methyl-l-[(2-oxo-2-phenyl)ethyl]-8-(piperazin-l-yl)-3 ,7-dihydropurine- 
2,6-dione; 

20 (8) 7-(2-butynyl)-3 -ethyl- 1 -methyl-8-(piperazin-l -yl)-3 ,7-dihydropurine-2,6-dione; 

(9) methyl 

[7-(2-butynyl)- 1 -methyl-2,6-dioxo-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3-yl] 

acetate; 

(10) 

25 7-(2-butynyl)-3-(2-tetrahydrofur^ 
rine-2,6-dione; 
(11) methyl 

[7-(2-butynyl)- 1 -methyl-2,6-dioxo-8-(piperazin- 1 -yl)- 1 5 2,6,7-tetrahydropurin-3-yl]phen 
ylacetate; 

30 (12) 7-(2-butynyl)-3-propyl-l-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dione; 

(13) 

7-(2-butynyl)-3-(2-oxo-2-phenethyl)-l-methyl-8-(piperazin-l-yl)-3 5 7-dihydropurine-2,6 
-dione; 
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(14) ethyl 

2-[7-(2-butynyl)-l-methyl-2,6-dioxo-8-(piperazin-l-yl)-l,2,6,7-tetrahydropurin-3-yl] 

propionate; 

(15) 

7K2-butynyl)-3-(2-ethoxyethyl)-l-methyl-8-(piperazin-l-yl)-3,7-dihydropurine-2,6-dio 

ne; 

(16) 

7-(2-butynyl)-3 -isopropyl- 1 -methyl-8-(piperazin- 1 -yl)-3 ,7-dihydropurine-2,6-dione; 
(17) 

7-(2-butynyl)-3 -(3 ,3 -dimethyl-2-oxobutyl)- 1 -methyl-8-(piperazin- 1 -yl)-3 ,7-dihydropuri 

ne-2,6-dione; 

(18) 

7-(2-butynyl)- 1 -methyl-3-(2-oxopyrrolidin-3-yl)-8-(piperazin- 1 -yl)-3 ,7-dihydropurine-2 

,6-dione; 

(19) 

7-(2-butynyl)-3 -(2-ethoxyethyl)- 1 -(2-oxo-2-phenylethyl)-8-(piperazin- 1 -yl)-3 ,7-dihydro 
purine-2 ,6-dione; 

(20) methyl 

[7-(2-butynyl)-2,6-dioxo- 1 -(2-oxo-2-phenylethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydro 
purin-3-yl] acetate; 

(21) ethyl 

[7-(2-butynyl)-2,6-dioxo-l-(2-phenethyl)-8-(piperazin-l-yl)-l,2,6,7-tetrahydropurin-3-y 

1] acetate; 

(22) 

[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3-y 

1] acetate; 

(23) 

7-(2-butynyl)-3-[2-oxo-2-(pyrrolidin- 1 -yl)ethyl]- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)-3,7- 

dihydropurine-2,6-dione; 

(24) 

2-[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3 

-yl] -N-methylacetamide; 

(25) 

2-[7-(2-butynyl)-2,6-dioxo-l-(2-phenethyl)-8-(piperazin-l-yl)-l,2,6,7-tetrahydropurin-3 

-yl]-N-cyclopropyl acetamide; 

(26) 
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2-[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3 

-yl]-N-phenylacetamide; and 

(27) 

2-[7-(2-butynyl)-2,6-dioxo- 1 -(2-phenethyl)-8-(piperazin- 1 -yl)- 1 ,2,6,7-tetrahydropurin-3 
5 -yl]-N-(2-propynyl) acetamide; 

or a salt or hydrate thereof. 

24. The pharmaceutical agent according to claim 1 , wherein the biguanide agent is 
metformin. 

10 

25. The pharmaceutical agent according to claim 1 or 2, which is a preventive or 
therapeutic agent for a disease which is associated with active circulating GLP-1 and/or active 
circulating GLP-2. 

15 26. The pharmaceutical agent according to claim 25, wherein the disease is at least 

any one selected from the group consisting of: diabetes, obesity, hyperlipidemia, and 
gastrointestinal diseases. 

27. The pharmaceutical agent according to claim 3 or 4, which is a preventive or 
20 therapeutic agent for a disease which is associated with active circulating GLP-2. 

28. The pharmaceutical agent according to claim 27, wherein the disease is a 
gastrointestinal disease. 

25 29. A method for preventing or treating a disease which is associated with active 

circulating GLP-1 and/or active circulating GLP-2, which comprises administering the 
pharmaceutical agent according to claim 1 or 2 at an effective amount. 

30. The use of the pharmaceutical agent according to claim 1 or 2 for producing a 
30 preventive or therapeutic agent for a disease which is associated with active circulating GLP-1 
and/or active circulating GLP-2. 



35 



31. A method for preventing or treating a disease which is associated with active 
circulating GLP-2, which comprises administering the pharmaceutical agent according to claim 3 
or 4 at an effective amount. 



245 



41 



32. The use of the pharmaceutical agent according to claim 3 or 4 for producing a 
preventive or therapeutic agent for a disease which is associated with active circulating GLP-2. 

33. A method for enhancing the effects of active circulating GLP-1 and/or active 

5 circulating GLP-2, which comprises using the pharmaceutical agent according to claim 1 or 2. 

34. A method for enhancing the effects of active circulating GLP-2, which comprises 
using the pharmaceutical agent according to claim 3 or 4. 



10 
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ABSTRACT 

The present invention provides pharmaceutical agents comprising a dipeptidyl peptidase 
IV (DPPIV) inhibitor and a biguanide agent in combination, which enhance the effects of active 
circulating glucagon-like peptide- 1 (GLP-1) and/or active circulating glucagon-like peptide-2 
(GLP-2). 



